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Rx- Thuoe nay chi ding theo don thuoc

TO HUONG DAN SU DUNG THUOC

1. TEN THUOC: SITAMED 50

2. CAC DAU HIEU LUU Y VA KHUYEN CAO KHI DUNG THUOC

Khéng dimg qud licu chi dinh

Dé xa tam tay tré em

Doc ki hudng ddn sie dung trude khi ding.

Thong bio ngay cho bac si hodc duoc s3 nhiing tiac dung khong mong muon khi sic dung thudc.

3. THANH PHAN CONG THUC THUOC:

Thanh phan hoat chat: Mai vién nén bao phim chia:

Sitagliptin (dang Sitagliptin phosphat): 50 mg

Thanh phén ta duge: Avicel 102, Dicalci phosphat, Disolcel (croscarmellos natri), Magnesi stearate,
HPMC EI5, PEG 6000, Talc, Titan dioxyd. St do oxyd. Sit vang oxyd, Ethanol 96%, Nudc tinh
khiét.

4. DANG BAO CHE:

Vién nén bao phim hinh tru tron, mau cam, thanh va canh vién lanh lan.

5. CHI DPINH:

|
SITAMED 50 duge chi dinh & bénh nhan déi thao dudng typ 2 dé cai thién kiém soat duong huyét /ﬁ___.
Pan tri licu I_-;;.'(J\QGW
SITAMED 30 duge chi dinh ¢ nhitng b¢nh nhéan khong duoc kiém soat di‘i)-‘ du béng ché do an kiéng&;"{:} %%N:
va tap thé duc don thuan, va & nhimg bénh nhan khong dung nap hogc chong chi dinh véi metformin. * | pudc |
Két hop vai Metformin ' \TR‘IGN
SITAMED 50 dugc chi dinh & bénh nhan dai thao duong typ 2 dé cai thién kiém soat duong huyét \\&
bang cach két hop voi metformin nhu ligu phap ban dau hoac khi metformin don tri liéu cing ché d¢
an kiéng va van dong thé luc khong kiém soat duge duong huyél thich hop.
Két hop voi mot sulfamid ha dwong huyét
SITAMED 50 dugc chi dinh ¢ bénh nhan dai thio dudng typ 2 dé cai thién kiém soat dudng huyét
bang cich két hop voi sulfamid ha duong huyét don tr liéu cling ché d¢ an kiéng va van dong thé luc
khong kiém soat duoc duong huyét thich hop.
Két hop vai char chu vin PPARy
SITAMED 50 duge chi dinh ¢ bénh nhan dai thao duong typ 2 dé cai thién kiém sodt dudmg huyét
bang cach két hop voi chét chii van PPARy (nhu nhém thiazolidinediones) khi chét ddng van PPARy

don tri liéu cing ché do an kiéng va van dong thé luc khong kiém soat duoc duong huyet thich hop.
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Két hop voi Metformin va mot sulfamide ha duong hr{l*{ff

SITAMED 50 duoc chi dinh o bénh nhan dai thdo dudng typ 2 dé cai thién kiém soat dudng huyét
bang cdch két hop vai metformin va mét sulfamide ha duong huyét khi hai loai thude nay ciing ché dé
an kiéng va van dong thé lyc khong kiém soat duge duong huyét thich hop.

Két hop voi Metformin va mét chdt chi van PPARy

SITAMED 50 duoc chi dinh & bénh nhan dai thao dudng typ 2 dé cai thién kiém soat dudong huyét
bing cach két hop véi metformin va mot chit chi vian PPARy (nhu thiazolidinediones) khi hai loai
thude nay cling ché do dn kiéng va vin dong thé lye khong kiém sodt duge dudng huyét thich hop.

Két hop voi Insulin

SITAMED 50 dugc chi dinh & bénh nhan déi thdo dudng typ 2 nhu mét liéu phap hd trg cho ché do an
kiéng va van dong the lyc dé cai thién kiém soat duong huyét khi diing két hop véi insulin (cting hodc
khong cling metformin).

6. LIEU DUNG VA CACH DUNG:

C6 thé udng Sitamed 50 cung hoic khéng ciing véi bira an.

Liéu sitagliptin khuyén cdo 1a 100 mg mot 1an mdi ngay khi ding nhu don tri liéu hodc két hop véi
metformin, sulfamide ha duong huyét, insulin (cung hodc khong cling metformin), chit cha vén
PPARY (nhu thiazolidinediones). hodc metformin cling sulfamide ha duomg huyét hodc co thé ding
metformin cling chat chu vin PPARY.

Liéu ding sitagliptin/metformin  hydroclorid trong ché do dicu phdi hgp ¢d dinh
sitagliptin/metformin hydroclorid ¢an diéu chinh theo timg ngudi bénh dua trén ché do diéu tri dang
ap dung, dap tmg lam sang va kha nang dung nap thude. Can hét sire than trong khi thay ddi ché do
diéu tri vi co thé gdy ra thay ddi kiém soat glucose huyét.

Khi sitagliptin duge sir dung két hgp vdi sulphonylurea hogic véi insulin: Can xem xét giam liéu
sulphonylurea hodc insulin dé giam nguy co ha duong huyét.

Néu quén mét liéu sitagliptin, bénh nhan nén udng ngay khi nhé ra. Khong nén dung liéu gip doi
trong cuing mot ngay.

Liéu dung trén doi twong dic bigt

Bénh nhan suy thean:

I(huyén cdo hiéu chinh liéu va sur dung than trong trén bénh nhan suy than vira dén ndng hodc nguoi
bénh suy than giai doan cudi can phai tham tich mau hoac tham tach phic mac.

D&i voi bénh nhén suy than nhe (mac loc cau than |GFR] > 60 dén <90 mL / phut), khong can diéu
chinh licu.

DGi vai bénh nhan suy than vira (GFR > 45 dén <60 mlL. / phit), khong can diéu chinh liéu.
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D6 voi bénh nhan suy than vira (GFR > 30 dén <45 ml. / phat). licu Sitagliptin 1a 50 mg mdi ngay
mot lan.

Poi vai bénh nhan suy than nang (GFR > 15 dén <30 mL / phGt) hoac bi bénh than giai doan cudi
(ESRD) (GFR <15 mL / phat), bao gﬁm ca nhitng nguoi can chay than nhan tao hodc loc mang bung,
liéu Sitagliptin 12 25 mg mdi ngay mét lan. Diéu tri ¢6 thé dwoce thye hign ma khong lién quan dén thoi
gian loc mau.

Bénh nhdn suy gan:

Khéng cén higu chinh liéu ddi véi bénh nhin suy gan nhe dén trung binh. Tinh an toan va hiéu luc cua
thude trén bénh nhén suy gan nang chua dugc thiét lap.

Sitagliptin chu yéu duoe loai bo qua than, nén suy gan nang sé khong anh huomg dén duogce dong hoc
cua sitagliptin.

Ngwoi cao tuoi:

Trong cdc nghién ciru 1dm sang. tinh an toan va hiéu luc cua sitagliptin & ngudi cao tudi (> 65 tudi)
twong tu nhu o bénh nhan tré twoi hon (< 65 woi). Khong can hiéu chinh licu theo do tudi. Bénh nhén
cao tudi ¢o nhiéu kha nang suy than hon; nhu cac bénh nhan khac, ¢é thé can diéu chinh liéu khi ¢6
suy than.

Tre em:

Sitagliptin khong nén dugce sir dung & tré em va thanh thiéu nién tir 10 dén 17 tudi vi khéng du hiéu
qua. Sitagliptin chua duge nghién ctru & bénh nhi dudi 10 tudi.

7. CHONG CHI DINH:

Man cam voi sitagliptin va bat ky thanh phan nao cua thude.

8. CANH BAO VA THAN TRONG KHI DUNG THUOC:

- Phai than trong khi dung thude (e ché ACE ban déu cho ngudi dang dung thude 1gi tiéu vi ¢6 thé bi
tut huyét ap.

- Ngudi ¢ bénh mach mau ngoai bién hodc xo vira dong mach toan thé do cé nguy co bi bénh mach
than khong ¢o biéu hién (nguy co gy suy than tién trién, nang).

-C6 nguy co mét bach cau hat khi ding thude tre ché ACE cho ngudi bi bénh collagen mach mau. Phai
theo ddi s6 lugng bach ciu. Nguoi bi hep dong mach chi nang (nguy co giam huyét ap nang) hodc bi
bénh co tim phi dai.

- Ngudi ¢6 bénh str phti mach di truyén hodc vo can, phan (g phan vé (trong khi thiam phéan dung
mang polyacrylonitril hodc trich rat lipoprotein ty trong thap dung dextran sulfat, phai ngimg thube trc
ché ACE).

- Suy thén: Enalapril phai duge ding ¢an than & nhimg bénh nhan suy than nhimg ngudi cén phai giam
liéu hoiic ting khoang thoi gian gitra 2 lén dung thude. Suy than do enalapril gip cha yéu o nhimng
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bénh nhan suy tim tram trong hodc mic bénh than ké ca hep dong mach than. Néu phat hién kip thoi
va diéu tri thich hop, suy than do enalapril thudng hdi phuc.

- Hep ddng mach thdn: DOi véi ngudi nghi bi hep dong mach than, can phai dinh lugng creatinin mau
trude khi bat dau diéu tri.

- Diéu tri bang thuoe ha lipid LDL mduw/ liéu phdp khie man cam: Tron g rét hiém truong hop gip séc
phan v¢ de doa tinh mang (tut huyét ap. kho tho. ndi man) khi diéu tri ha lipid LDL bang
dextransulphat hodc diéu tri khir min cam béng noc con tring canh mang cho nhitng bénh nhén dang
diéu trj bing thude e ché men chuyén. Trong nhimg truomg hop nay nén tam thay thé enalapril bing
céac thude chdng cao huyét ap khac (khong thude nhom (e ché men chuyén) trude khi bat ddu didu tri
bang thude ha lipid LDL mau/ liéu phap khir mdn cam bang noc ¢on tring cénh mang.

- Cuong Aldosteron tién phat: Nhimg bénh nhan cuong aldosteron tién phat thuong khéng dép (mg véi
thube chéng cao huyét ap thudc nhom e ché men chuyén angiotensin. Vi thé khong nén dung
enalapril maleat.

- Protein ni¢u: Riéng & nhitng bénh nhan suy than hode dung liéu twong ddi cao enalapril maleat, rat
hiém gap protein ni¢u. O nhimg bénh nhan ma protein ni¢u 1am sang thoa dang (> 1g/ngay), chi nén
ding enalapril maleat sau khi da lugng gia can than nguy co va lgi ich dong thoi giam sat thuong
xuyén cic tham sd xét nghiém va lam sang.

- Nguoi cao tuoi: Vai bénh nhan cao woi dap tmg didu trj voi thude e ché men chuyén manh hon
bénh nhan tr¢. O nhimg bénh nhan > 70 tudi nén dung liéu thip (2,5mg enalapril maleat) va giam sat
huyét dp vivhodc cic tham s xét nghiém tiéu biéu trong pha khai dau diéu tri.

- Phit than kinh mach: Phit than kinh mach & mat, t&r chi, méi, ludi, thanh mon v&/ hogc hong hiém gap
& nhimg bénh nhin diéu tri bing thudc Gc ché men chuyén, ké ca enalapril maleat. Nhimg tac dung
phu nay c6 thé gap bat cir lic nao trong khi diéu tri. Trong nhimg truong hop nay, phai ngimg
enalapril maleat Kip thoi va gidm sat bénh nhan.

- Hep dong mach chi/ phi dai co tim: Cac thube e ché men chuyén phai dugc ding than trong cho
nhimg bénh nhin tic duong ra ctia that trai. Néu sy tac nay duge chimg minh bang huyét dong hoc.
chéong chi dinh enalapril maleat.

- Thude nay chira Lactose. Cac bénh nhén vai cic bénh Iy di truyén hiém gap vé dung nap galactose,
thiéu enzym Lapp lactase hodc rdi loan hip thu glucose-galactose khong nén dung thude nay.

9. SU DUNG CHO NGUOI MANG THAI VA CHO CON BU:

Phu niv ¢o thai:

Sitagliptin khong ¢ kha nang gy quai thai ¢ chudt cong khi dung liéu lén dén 250mg/kg hodc ¢ tho
licu 1én dén 125mg/kg trong giai doan hinh thanh cac co quan (twong Gng 1én dén 32 lan va 22 lan,
lugng dung nap o ngudi dua theo liéu dé nghi hang ngay & nguai 16n 1a 100mg/ngay). O chudt cong,
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ty 1¢ bién dang xwong sudn thai nhi (khong ¢6 xuong suon, xuong suon giam san va chudi hat sudn)
ting nhe dugc ghi nhan khi chudt me dung lieu 1000mg/kg/ngay (khoang 100 lan lugng dung nap &
ngudi dya theo lidu dé nghi hang ngay ¢ ngudi 16n 1a 100mg/ngay). Khi chudt cdng me dung liéu
udng 1000mg/kg/ngay. cin nang trung binh cta chudt con ca 2 giéng duc va céi trude khi thdi ba va
sy tang cén cua chudt dye con sau khi thoi bu déu giam nhe. Tuy nhién, nhimg nghién ciru vé sy sinh
san ¢ dong vat khong phai lic nao ciing du doan duge déap (ng ¢ ngudi.

Vi khong ¢6 nhitng nghién ciru ddy di va déi chimg tt & phu nix c6 thai, nén chua biét rd tinh an toan
ctia SITAMED 50 & phu nir ¢6 thai. Nhu céc thude ubng tri taing dudng huyét khac, khéng khuyén céo
su dung SITAMED 50 trong thai ky.

Phu nit cho con bu:

Sitagliptin duoc bai tiét vao sira chudt cong me. Van chua biét rd sitagliptin c¢6 bai tiét vao sira ngudi
hay khdong. Do d6, khong nén diung SITAMED 350 cho phu nix dang cho con ba.

10. ANH HUONG CUA THUOC KHI VAN HANH MAY MOC TAU XE:

Chua thye hién cac nghién ctru vé tac dong caa sitagliptin 1&n kha nang lai xe va van hanh may
moc. Tuy nhién, nguoi ta cho ring sitagliptin khong anh hudng dén kha nang lai xe va van hanh
may moc.

11. TUONG TAC, TUONG KY CUA THUOC:

Tuwong tic:

Trong cac nghién clu tuong téc thude, sitagliptin khong gy tic dong c6 y nghia lam sang 1én dugc
dong hoc cua cac thude sau diy: metformin, rosiglitazone, glyburide. simvastatin, warfarin va vién

uéng tranh thai. Dua vao cac dir li¢u nay, sitagliptin khdng trc ché cac isozyme CYP la CYP3A4, 2C8,

hodc 2C9. Dua vao dir liéu in vitro, ngudi ta cho ring sitagliptin cling khong cé tac dung (e ché

CYP2D6, 1A2, 2C19 hodc 2B6, hodc cam tmg CYP3A4.

hoc cua sitagliptin ¢ bénh nhan dai thao dudng typ 2.
Cac phan tich duoe dong hoc theo dan sb da duge tién hanh & bénh nhan dai thdo duong typ 2. Nhing
thude dung dong thoi khong gy tic dung ¢o v nghia 1am sang 1én duge dong hoc cua sitagliptin.
Nhimg thude duge danh gia la thude dung phd bién & bénh nhan dai thao duong typ 2, bao gdbm cac
thudc tri tang cholesterol mau (nhu statins, fibrates. ezetimibe), thudc khang tiéu cdu (nhu
clopidogrel), thude tri tang huyét ap (nhu thude (e ché ACE, chen thu thé angiotensin, chen beta, (rc
ché kénh canxi. hydrochlorothiazide). thude giam dau va khang viém khong steroid (nhu naproxen,
diclofenac, celecoxib), thude tri tram cam (nhu bupropion, fluoxetine, sertraline), khang histamine
(nhu cetirizine), trc ché bom proton (nhu omeprazole. lansoprazole), va céc thude tri rdi loan cuong
duong (nhu sildenafil). Dién tich du6i duong cong va trung binh ndng d¢ dinh cua digoxin tiang nhe
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(AUC, 11% va Cmax, 18%) khi duing ciing sitagliptin, mirc do tang nay khong dugc xem 1a c6 y nghia
lam sang. Nén giam sat bénh nhan dang ding digoxin cho thich hgp. Khéng khuyén céo diéu chinh
liéu digoxin hay SITAMED $50. Khi cho ddi twong nay udng mot liéu don sitagliptin 100 mg cung vdi
mét lidu don cyclosporin 600 mg, von la chit Ge ché manh p-glycoprotein, AUC va Cpax cla
sitagliptin tang xap xi 29% va 68 %. Nhiing thay doi nay trong duoc dong hoc cua sitagliptin dugc
xem khong 6 y nghfa lam sang. Khong khuyén céo diéu chinh liéu SITAMED 50 khi ding chung voi
cyclosporine hoic cdc chit tre ché p-glycoprotein khac (nhu ketoconazole).

Twong ky: Do khong c6 céc nghién cru vé tinh twong ky ctia thube, khéng tron 1dn thude ndy véi cée
thude khac.

12. TAC DUNG KHONG MONG MUON (ADR):

Céc tac dung ngoai ¥ dudi dy dugce phan loai theo hé co quan va tin sudt thudmg gip theo quy udc
sau day:

Rét thudng gap: > 1/10

Thuong gap: > 1/100, < /10

it gap: > 1/1.000, < 1/100

Hiém gap: > 1/10.000, < 1/1.000

Rat hiém gip: < 1/10.000

Chua biét: khong thé danh gia tir dir lidu sin c6

Tom tit ho so an toan

Phan {mg phu nghiém trong bao gébm viém tuy va phan tmg qua man da dugc bao cdo. Ha duong
huyét da duge bao cdo khi két hop véi sulphonylurea (4,7% -13.8%) va insulin (9,6%) (xem phan 4.4).

Bang liét ké cac phan (me bat loi

Céc tac dung ngoai y dudi day dugc phén loai theo hé co quan va tan suét thuong gap theo quy udc
sau day:

Rat thuong gap: > 1/10

Thuong gap: > 1/100, < 1/10

it gap: > 1/1.000, < 1/100

Hiém gap: > 1/10.000, < 1/1.000

Rét hiém gap: < 1/10.000

Khong biét (

Bang 1. Tén suiit ciia cdic phin ing bit lgi dwoe xic dinh tir cic nghién ciru 1im sang ddi chirng
gia dwge vé don tri lidu sitagliptin va kinh nghiém sau tiép thi

Phan trng bat lgi Tan suéit phan ing bt lgi
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R&i ldén hé théng méu va bach huyét

giam tiéu cau “ |

R&i loan hé théng mién dich

phan (mg qua man bao gdm phan mg phan vé
Rdi logn chuyén hoa va dinh dudng

ha dudng huyét

R&i loan hé thin Kinh

dau déu

chong mat

Roi loan hé hép, l("mg ngﬁ’c vi tr_ung thit

bénh phoi ke

Réi loan tiéu hoa

tdo bon

non

viem tuy cfip

xudt huyét gav tir vong va khong gdy tir vong va
viém tyuy hoai tu

Réi loan da va md dwéi da

=

pht mach

phat ban

ndi mé day

viém mach mau da

tinh trang da bong tréc bao gom hodi chirmg Stevens-
Johnson

Bénh pemphigoid

Ré6i loan co xu;O'ng va mo lidn két |

dau khop

dau co

-1

Khong biét
Thuong gap

Thuong gap

Khéng phd bién

Khong biét
Khong biét
Khong biét
Khong biét

Khong biét

~ Khéng phd bién

Khong biét
Khong biét
Khong biét
Khong biét

Khong biét

Khong biét

Khong biét
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dau lung Khong biét
bénh khop | Khong biét
‘Réi loan thin va tiét ni¢u

suy giam chirc nang than - Khong biét
Isuy than cdp - M__l{l_'](_")'ng biét

Mo ta cac phan ing bat loi dicoe lwa chon

Ngoai céc tac dung phy lién quan dén thude duoec md ta & trén, cac tac dung phu da dugc bao
¢do bat ké mdi quan h¢ nhdn qua véi thude va xay ra & it nhét 5% va nhidu hon & bénh nhan
dang diéu tri vai sitagliptin bao gom nhiém trung duong hé hip trén va viém mii hong. Cac téc
dung phu bd sung sau ddy da duge béo cdo bit ké mdi quan hé nhan qua véi thudc va xay ra
thuong xuyén hon ¢ bénh nhan dicu tri voi sitaglipin (dudi 5%, nhung ty & xdy ra véi
sitagliptin cao hon 0,5% so v&i nhom déi chimg) bao gom viém xuong khdp va dau ¢ chi.

MGt s6 phan (mg bét loi di dugce quan sat thudng xuyén hon trong cac nghién ctru vé sir dung két hop
sitagliptin v&i cac san pham thuée chdng tiéu duang khic so véi céc nghién ciru vé don tri liéu bing
sitagliptin. Chiing bao gom ha duwdng huyét (tan s rét phd bién véi sy két hop cua sulphonylurea va
metformin). cim (thuong gap véi insulin (¢6 hodc khong c6 metformin)), budn nén va non (thuong
gap vai metformin), day hoi (thudng gap véi metformin hodc pioglitazone). tao bon (thudng giap vdi
sy két hgp cua sulphonylurea va metformin), pht ngoai bién (thuong gap véi pioglitazone hodc két
hop pioglitazone va metformin). budn ngu va tiéu chay (it gip voi metformin) va khod miéng (it gap
voi insulin (¢6 hodc khong ¢6 metformin).

Nhom bénh nhdn nhi

['rong cac thu nghi¢m lam sang véi sitagliptin & bénh nhan nhi bi dai thao duong typ 2 tir 10 dén 17
twdi, hd so cla cac phan (mg bit i ¢6 thé so sanh véi cée phan g quan sat o nguoi 16n.

Nghién ciru an toan tim mach cua TECOS

Thir nghiém dénh gia két qua tim mach vai Sitagliptin (TECOS) trén 7.332 bénh nhan dugc diéu tri
bang sitagliptin, 100 mg mdi ngay (hodc 50 mg mdi ngay néu eGFR co ban 1a > 30 va <50 mL / phat /
1.73 m?) va 7.339 bénh nhan duoc diéu tri bang gia dugce trong quan thé ¢6 y dinh diéu tri. Ca hai
phuong phép diéu tri déu duge thém viao mue tiéu chiam soc thong thudmg nhidm vao cdc tiéu chuén
khu vire ddi v6i cde yéu 16 rtii ro CV va HbA 1. Ty 1¢ mée chung cua cc tac dung phy nghiém trong &
bénh nhin diing sitagliptin twong ty nhu ¢ bénh nhan dung gia duoc.

Trong nhom quan thé ¢ v dinh diéu tri. trong sO nhimg bénh nhan sir dung insulin v&/ hodc
sulfonylurea & mire co ban, ty 1¢ ha dudng huyét ngng 1a 2.7% o bénh nhan diéu tri bang sitagliptin va
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2.5% & bénh nhan diéu tri béng gia duge; Trong s6 nhimg bénh nhan khong sir dung insulin va / hodc
sulfonylurea lic ban ddu, ty 1¢ ha duong huyét ngng 1a 1,0% & bénh nhan didu trj bang sitagliptin va
0.7% & bénh nhan diéu tri gia duoc. Ty 1é mic cac truomg hop viém tuy duge xdc nhan 13 0,3% ¢ bénh
nhén diéu tri bang sitagliptin va 0.2% ¢ bénh nhan diéu tri gia duoc.

Céc phat hién vé xét nghi¢m:

Tan suat cic tic dung bit lgi vé két qua xét nghiém & bénh nhdn ding sitagliptin tuong
w6 bénh nhan dung placebo. Trong cic nghién ciu  lam sang  chéo,
lugng bach cau tang nhe (khac biét xz‘ip xi 200 té bao bach céu /microl. so voi placebo; lugng
bach cau trung binh ban ddu xdp xi 6.600 t& bao/microL) do tang bach cdu trung tinh. Diéu nay
duoc phat hi¢n ¢ hdu hét nhung khong phai & it ca cac nghién ciru. Sy thay déi cdc thong sd xét
nghi¢m nay duge xem khéng lién quan dén 1am sang,

Thong bao cho bac si, dugc si nhiing tdc dung phu gap phai trong qua trinh diéu tri.

13. QUA LIEU VA CACH XU TRI:

Trong nhimg thu nghiém lam sang ¢6 ddi chimg nguoi khoe manh, sitagliptin liéu don dén 800mg
duge dung nap tot. Trong mét nghién ciru ding licu 800mg sitagliptin, khoang QTc tang rat it va
khong lién quan dén 1am sang (xem Duge lye hoe, Dién tim). Chua ¢é kinh nghiém sir dung céc liéu
cao hon 800mg ¢ ngudi. Trong cie nghién clu giai doan | vé ché do nhiéu liéu trong ngay, nguoi ta
khong tim thay cdc phan (ng bét lgi trén lam sang lién quan dén liéu khi ding sitagliptin dén liéu
600mg/ngay trong 10 ngay va 400mg/ngay dén 28 ngay.

Trong trudng hop qué licu, nén ap dung cac bién phap hd trg thuong dung, nhu loai bo chét chua kip

hap thu khoi dudng tiéu hoa, theo ddi trén 1dm sang (bao gom lam dién tdm dd) va tri liu nang da,

4 3
neu ¢an,

Sitagliptin ¢6 thé dugc tham tach vira phai. Trong nghién ciru 1am sang, khoang 13.5% liéu dung dugc
logi bo sau 3 - 4 git tham phan mau. C6 thé xem xét tham phin mau kéo dai néu phir hop trén 14
sang, van chua biét rd tham phan phic mac ¢ thé tham tach dugc sitagliptin hay khéng.

14. DUQC LUC HOC:

Nhom trj ligu: thuoe dieu tri tiéu dudng, chat (e ché dipeptidyl peptidase 4 (DPP-4), md ATC:
ATOBHOI

Co ché tic dong:

Sitagliptin thuge nhém thude udng tri tang duong huyét, goi la chét e ché dipeptidyl peptidase 4
(DPP-4) ¢6 tac dung cai thién dudng huyét & bénh nhan dai thio dudng typ 2 bing cach lam tang ndng
do cic hormone incretin thé hoat dong. Cac hormone incretin bao gém peptide giéng glucagon 1
(glucagon-like peptide-1: GLP-1) va polypeptide kich thich tiét insulin va phu thudc vao glucose
(glucose-dependent insulinotropic polypeptide: GIP), duoc phong thich tir rudt sudt ngay. va ting

Yy
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ndng do ddp (ng vdi bira an. Cac hormone incretin nay la thanh phéan cua hé théng nodi sinh tham gia
vao sy dicu hoa sinh ly tinh trang cn bing ndi méi glucose. Khi nong do glucose binh thuong hoic
tang cao, GL.P-1 and GIP lam tang su téng hop va phong thich insulin tir cac té bao beta tuyén tuy qua
cac dudng truyén tin hiéu ndi bao lién két vai AMP vong. Nguoi ta da chimg minh viée diéu tri vdi
cac chét ire ché GLP-1 hodc voi DPP-4 cac mé hinh dong vat bi dai thao dudng typ 2 da lam cai thién
dap mg cua té bao beta ddi vdi glucose va kich thich sinh téng hop va phong thich insulin. Sy hip thu
va st dung glucose tai md gia ting khi ndéng do insulin cao hon. Ngoai ra, GLP-1 lam giam tiét
glucagon tr té bao alpha tuyén tuy. Nong do glucagon gidm cling véi ndng do insulin cao hon din dén
giam san xudt glucose tai gan. gdy giam nong do glucose trong mau. Céic tac dung nay cia GLP-1 va
GIP phu thuge vao glucose, vi vay khi nong dé glucose trong mau thap. su kich thich phong thich
insulin va e ché tiét glucagon do GLP-I khong xay ra. D6i véi ca hai GLP-1 va GIP, khi nong do
glucose cao hon mic binh thuong thi sy kich thich phong thich insulin gia tdng. Hon nira, GLP-1
khong lam suy giam dap (mg binh thudng clia glucagon ddi véi tinh trang duong huyét thap. Hoat tinh
ctia GLP-1 va GIP bi han ché boi enzyme DPP-4, day la enzyme nhanh chéng thuy phan cac hormone
incretin thanh céc chit khong hoat tinh. Sitagliptin ngan ngira DPP-4 thuy phan cac hormone incretin,
do d6 lam ting ndng d§ cic dang hoat tinh cia GLP-1 va GIPtrong huyét tuong. Bing cich ting ndng
dg incretin dang hoat dong, sitagliptin 1am ting phong thich Insulin va giam néng do glucagon theo
céch thie phu thude vao glucose, & bénh nhan dai thao dudng typ 2 ¢6 tinh trang ting duong huyét, sur
thay doi ndng do insulin va glucagon nay din dén giam nong do hemoglobin A e (HbA Ic) va ndng do
glucose lue doi va sau khi an. Co ché phu thuge vao glucose nay khac biét véi co ché tac dung cua céc
sulfamid ha duong huyét; cic sulfamid ha dudmg huyét lam tang tiét insulin ngay ca khi nfing do
glucose thdp va c6 thé dén dén ha duong huyét & bénh nhan dai thao dudng typ 2 va & ddi twong binh
thuong. Sitagliptin la 1 chat Gc ché manh. chon loc cao trén enzyme DPP-4 va khong tc ché cac
enzyme lién quan gan la DPP-8 hoac DPP-9 & cac nong do diéu trj.

Duge lue hoe:

Tong quat:

O bénh nhan dai thao duong typ 2. cac lidu don sitagliptin dan dén (rc ché hoat tinh ciia DPP-4 trong
24 gid, gy tang ndng do GLP-1 va GIP thé hoat déng trong mau dén 2 - 3 lan, tang ndng do insulin va
C-peptide trong huyét twong. giam nong do glucagon. giam glucose luc doi. va giam dung nap glucose
sau khi uémg glucose hodc sau bira an.

Trong 1 nghién ciru 0 bénh nhan dai thao duomg typ 2 khong kiém soat tot véi don tri liéu metformin,
nong do glucose theo dai sudt ngay da giam dang ké ¢ bénh nhan dung li¢u phap két hop sitagliptin

100mg/ngay (50mg x 2 lan/ngay) véi metformin, so véi bénh nhén dung placebo v&i metformin.
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Trong cac nghién clru lam sang giai doan 111 kéo dai 18 - 24 tuan. trj liéu sitagliptin 100mg/ngay &
bénh nhan dai thdo dudmg typ 2 lam cai thi¢n dang ké chirc nang té bao beta, danh gia qua mot sb cac
ddu dn, bao gdm chi sd HOMA-f§ (md hinh toan hoc - HOMA-B). ti sé proinsulin/insulin, va dénh gia
dap (mg cua L& bao beta tir xét nghi¢m dung nap bira dn voi mau mau lay thuong xuyén.

Trong cac nghién ctru giai doan 11, hi¢u lyc giam dudng huyét khong tang thém khi ding sitagliptin
S0mg ngay 2 lan so véi lidu 100mg ngay 1 lan.

Mot nghién clru ngdu nhién, déi chimg placebo, ma déi, mu dang thude, nhom bit chéo 4 giai doan &
cac doi tuong nguoi 16n khoe manh da dénh gia cac tac dung 1én ndng do huyét twong sau bita an ciia
GLP-1 toan phan va GLP-1 thé hoat dong. cling nhu ndng dd glucose sau khi ubng sitagliptin két hop
voi metformin so v&i sau khi udng sitagliptin don doc, metformin don doc, hodc placebo trong 2 ngay.
Su gia tang ndng dé trung binh cua GLP-1 thé hoat dong do 4 gid sau bira An da ting gan 2 1an sau khi
dung hoge sitagliptin don ddc hode metformin don doc, so véi placebo. Tac dung 1én nong do GLP-1
thé hoat dong sau khi ding sitagliptin cuing metformin da tang cong luc, véi nf“mg dd GLP-1 thé hoat
ddng tang xap xi 4 1an so vdi dung placebo. Sitagliptin don trj li¢u chi lam tang nong do GLP-1 thé
hoat dong. phan énh sur Gic ché DPP-4. trong khi dé metformin don doc lam ting ndng do GLP-1 toan
phan va thé hoat dong & mire dd nhu nhau. Cac dit lidu nay phi hgp vdi nhitng co ché khac nhau vé sy
gia tang nong d6 GLP-1 thé hoat dong. Két qua tir nghién clru nay ciing ching minh sitagliptin, chir
khong phai metformin, lam tang nong dé GIP thé hoat dong.

Trong cdc nghién clru & dbi tugng khoe manh, sitagliptin khong lam giam thdp duéng huyét hon mirc
d¢ binh thudng hodc gy ha dudng huyét, diéu nay goi v cac tac dong kich thich tiét insulin va trc ché

glucagon cua thude nay hoan toan phy thude vao glucose.

Tac dung lén huyét ap:

Trong mdt nghién ctru ngau nhién. doi ching placebo. nhém bat chéo & bénh nhan tang huyét ap dang
dang mot hodc nhiéu thude tri tang huyét ap (bao gdm cac thube e ché men chuyén angiotensin,
thude doi khang angiotensin-Il, (rc ché kénh canxi, chen beta va loi tiéu). sitagliptin dung chung voi
cde thude nay thuong dung nap tot. O cac bénh nhan nay, sitagliptin c6 tdc dung giam huyét ap vira
phai: sitagliptin liéu 100mg/ngay lam giam mic huyét ap tam thu trung binh do di dong suét 24 gio

dén gan 2mmHg, khi so véi placebo. Téc dung giam huyét ap nay khong xay ra & ddi tugng c6 huyét

ap binh thuong.

Di¢n tim:

Trong mét nghién clru ngdu nhién, dbi chimg placebo, nhom bit chéo trén 79 dbi tuong khoe manh
dung mot liéu don sitagliptin 100mg. sitagliptin 800mg (8 lan liéu khuyén cdo) va placebo, & lidu
khuyén cio 100mg. khong xay ra tac dong Ién khoang QTe khi thudc dat ndng do dinh trong huyét
twong. hodc vao bt ky thoi diém khae trong nghién ciru. Sau khi dung liéu 800mg, mirc do tang tdi da

Il
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vé sur thay déi trung binh khoang QTc hiéu chinh theo placebo so véi mic ban ddu sau 3 gio udng
thude 1a 8.0 msee. Su gia ting nho nay khong duge xem la c6 y nghfa lam sang. J liéu 800mg, nong
d dinh cua Sitagliptin huyét twong cao hon gén 11 1dn so voi néng d dinh cta liéu 100mg.

O bénh nhan dai thdo duong typ 2 ding sitagliptin 100mg (N = 81) hodc sitagliptin 200mg (N = 63)
moi ngay. khoang QTc thay doi khong ¢6 y nghia dua theo dir li¢u ECG 1ai thoi diém dat nong do dinh
thudng gap trong huyét tuong.

15. DUQC DONG HOC:

Dugc dong hoc cta Sitagliptin duoc nghién cru séu rong 6 d6i trong khoe manh va & bénh nhan dai
théo dudmg typ 2. O dbi tugng khoe manh ubng ding 1 liéu 100mg, sitagliptin dugc hép thu nhanh
chéng dat nong do dinh trong huyét twong (trung vi Tume) | - 4 gio sau khi udng thude. AUC cia
sitagliptin trong huyét twong gia tang wong (mg theo liéu ding, & nguoi tinh nguyén khoe manh sau
khi udng 1 liéu don 100mg, AUC trung binh cta sitagliptin trong huyét tuong la 8,52 pMegid, Cmax
12 950 nM. va nira déi thai trir cudi cling bicu kién (ti2) 12 12.4 gio. AUC cia sitagliptin huyét tuong
ting xdp xi 14% sau khi dung céc liéu 100mg & trang théi bén vimg so véi ding lidu ddu tién. Hé sb
twong quan vé AUC cua sitagliptin ¢ timg d6i twong va gitra cac doi trong déu nho (5.8% so voi
15.1%). Dugc dong hoc cla sitagliptin ndi chung déu gidng nhau ¢ doi twgng khée manh va & bgnh
nhan dai thao duong typ 2.

Hip thu:

Sinh kha dung tuyét doi cua sitagliptin khoang 87%. Do ubng thude trong bira an nhiéu chét béo
khong anh huong dén tic dong Ién duge dong hoc cua sitagliptin dung cung ltc, nén ¢ thé dung
SITAMED 50 cting hoic khong cling véi thire &n (lic bung no hogc bung dai).

Phan phbi:

Thé tich phan phéi trung binh & trang thai bén vimg sau khi ding 1 licu don sitagliptin 100mg dudng
tinh mach & ddi tuong khoe manh thi khoang 198 lit. Ty I¢ sitagliptin gén két thuén nghich véi cac
protein huyét tuong thi thap (38%).

Chuyén hoa:

Sitagliptin duge dao thai chu yéu trong nudce tiéu & dang khong thay déi va mot phin nho qua dudng
chuyén hoa. Gan 79% sitagliptin dugc thai trong nudc tiéu & dang khong thay doi.

Sau khi ubng | liéu sitagliptin ¢o danh ddu ['*C]. khoang 16% chat ¢6 tinh phong xa la cac chat

chuyén hoa cua Sitagliptin. Sau chét chuyén hoa nay duge phat hién ¢ nong do vét va duoc cho la
khong lién quan dén hoat tinh (ic ché DPP-4 huyét tuong cua sitagliptin. Nhimg nghién ctru in vitro da
chimg minh enzyme chu ycu chiu trach nhi¢m cho sy chuyén héa han ché caa Sitagliptin 1a CYP3A4,
véi su gbp phan cua CYP2CS.

Thai troe:
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Sau khi cac d6i tuong khoe manh udng 1 liéu sitagliptin ['C], khoang 100% chét ¢6 tinh phong xa
dugc thai trong phén (13%) hodc nudc tiéu (87%) trong | tuan dung thude. Nura doi thai trir cudi cling
biéu kién sau khi uéng 1 liéu sitagliptin 100mg thi xap xi 12.4 gi¢r va sy thanh thai qua thén khoang
350mL/phut.

Sitagliptin duoc dao thai chi yéu qua thin véi sy bai tiét chi dong qua 6ng than. Sitagliptin 1a 1 chat
nén ddi vai chat chuyén cho anion hitu co 3 ¢ ngudi (human organic anion transporter-3: hOAT-3),
von 1a chét ¢6 thé tham gia vao sy thai trir Sitagliptin qua théan, van chua xéc dinh duge sy lién quan
lam sang ciia hOAT-3 trong van chuyén sitagliptin. Sitagliptin ciing 1a 1 chat nén cua p-glycoprotein,
ma chat nay cling ¢d thé tham gia vao quéa trinh dao thai sitagliptin qua than. Tuy nhién, cyclosporine,
mot chét e ché p-glycoprotein khong lam giam sy thanh thai sitagliptin qua thén.

Ciac dac tinh 6 bénh nhéan:

Suy than: Mot nghién ctru ma liéu don. nghién ciru ma duge tién hanh dé danh gia duoc dong hoc cua
Sitagliptin (licu 50mg) & cic bénh nhan suy thin mén tinh véi cac mie d khac nhau so véi doi tugng
khoe manh, chirc nang than binh thuong ¢ nhdém chimg. Nghién ciru nay gdm cac bénh nhan phén loai
suy than phén theo dua vao hé sO thanh thai creatinine: nhe (50 - < 80mL/phat), trung binh (30 - <
50mL/phat) va nang (< 30mL/phat), ciing nhu céac bénh nhén ¢6 bénh than giai doan cubi dang duge
thdm phan mau. Hé s thanh thai creatinine duge do qua sy thanh thai creatinine trong nudc tiéu 24

2io hodce dugc tinh tr nong dg creatinine huyét thanh theo cong thire Cockeroft-Gault:

el (140 — tudi (nam)] x the trong (kg) {x 0.85 doéi v&i bénh nhan ni)
Crl

(72 x creatine huyet thanh (mg/dL)]

Bénh nhin suy than nhe khéng tang ndng dé sitagliptin huyét twong c¢é y nghia lam sang, so véi doi

twgng khoe manh, binh thudng & nhom chimg. AUC cua Sitagliptin huyét tvong da tang khoang 2 lan

& bénh nhan suy than trung binh, va tang khoang 4 lan & bénh nhén suy than ning va & bénh nhji/l} A wé}}\
bénh than giai doan cudi dang dugc thim phan mau, khi so véi déi tugng khoe manh, binh thlrémg_gNG TY C.
nhom chimg. Sitagliptin dugc loai bo vira phai qua thim phan mau (13.5% sau 3 - 4 gid th’am plﬁﬂ PHAN

yace PHAM
mau, biit ddu thim phén sau khi uéng thude dugc 4 gicr). Dé dat ndng do sitagliptin trong huyet t%ﬂﬁ THO

twong tr nhur & bénh nhan co chire nang than binh thuong, nén dang lidu thap hon & bénh nh n Sy - Ay
H -1
than trung binh va néng, ciing nhu & cac bénh nhédn ¢é bénh than giai doan cudi can thim phin matr

(Xem LIEU LUONG VA CACH DUNG, Bénh nhdn suy than).

A

Suy gan: O bénh nhan suy gan trung binh (diém sé Child-Pugh 7 - 9), gia trj trung binh AUC va
Cumes clia sitagliptin tang. lan luot. khoang 2 1% va 13%. so vdi cac nhom chimg twong (mg khoe manh
sau khi dung 1 liéu don sitagliptin 100mg. Céc khac biét nay duge xem khong ¢6 ¥ nghia ldm sang.

Khéong ¢an chinh liéu sitagliptin dbi vai bénh nhan suy gan nhe hodc trung binh.

13
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Khong c¢6 kinh nghiém 1am sang ¢ bénh nhan bi suy gan nang (diém sé Child-Pugh > 9). Tuy nhién, vi
sitagliptin chii yéu dugc dao thai qua than, nén theo du doan suy gan nang khong tac dong lén dugc
dong hoc cua sitagliptin.

Ngueoi cao tuoi: Khong cén chinh liéu theo tudi. Tudi tac khong gdy téc dong co y nghia lam sang 1én
dugc dong hoc cua sitagliptin dua theo 1 phan tich dugc dong hoc theo dan s6 tir dir ligu giai doan I va
giai doan I1. Déi tugng cao tudi (65 - 80 tudi) co ndng do sitagliptin huyét trong cao hon 19% so véi
doi tuong tré tudi hon.

Tré em: Chua c6 nghién ciru sitagliptin tién hanh o tré em.

Gidi tinh: Khong can chinh liéu theo gidi tinh. Gidi tinh khong géy tac dong ¢6 ¥ nghia l1am sang 1én
dugc dong hoc cua sitagliptin dya theo | phén tich tong hop tir cac dir liéu duge dong hoc giai doan |
va theo | phén tich duge dong hoc dan so tir dir liéu lam sang giai doan | va I1.

Chung tge: Khong can chinh liéu theo ching téc. Chiing tc khong gdy tac dong co y nghia lam sang
lén duge dong hoc cua sitagliptin dua theo | phan tich téng hop tir cac dir lidu duoe dong hoc giai
doan I va theo m§t phan tich duge dong hoc dén sé tir dir ligu lam sang giai doan I va 11, bao gdm céc
doi tugng ngudi da tring, Tdy Ban Nha, da den, da vang Chau A va cac nhém chung tdc khéc.

Chi 56 khoi co thé (BMI): Khéng can chinh liéu theo BML. Chi sb khéi co thé khong gay tic déng ¢6 v
nghia lam sang I1én duoc dong hoc cua sitagliptin dya theo 1 phan tich tong hop tir cac dir lidu dugc
dong hoc giai doan I va theo 1 phén tich dugc dong hoc dén s6 tir dir liéu 1am sang giai doan 1 va I1.
Dai thao duong 1yp 2: Dugc dong hoc cua sitagliptin & bénh nhén dai thao dudng typ 2 thudng tuong
tu nhu & doi tugng khoe manh.

16. QUY CACH PONG GOI: Hop 3 vi x 10 vién. hop 10 vi x 10 vién

17. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC:

Picu kién bao quin: Noi khé, nhiét do khong qua 30°C, tranh énh séng.
Tiéu chuén ap dung: TCCS.

Han ding: 36 thang ké tir ngdy san xuét.

18. TEN, PIA CHI CO SO SAN XUAT:

Nha sin xuit: Cong ty C6 phan Duge pham Trudng Tho J
Tru so: 8693 Linh Lang - Ba Dinh - Ha Ngi /

Dia chi: Chi nhanh c¢ong ty ¢6 phan duoc phdam Truong Tho

L6 M1, Buong N3, Khu Cong nghiép Hoa X4, Phudng L.oc Hoa. Thanh phd Nam Binh.



