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SITA-MET TABLETS 50/1000
(Sitagliptin 50 mg, Metformin HC1 1000 mg)
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Mﬂwmﬂﬂ“ﬂm‘m : DY li¢u in vitro cho thhy ring sitagliptin khong rc ché isoenzymes CYP450, Trong céc nghién ciru 14m sing, sitagliptin 43 thay dbi ding
dugc dong hoc cia metformin, glyburide, simvastatin, rosiglitazone, ‘Tmﬂw th Irllnbmth‘:il:wm:s chp bing chimg vﬁ{u hurdmg glynnmnsﬂ?:' voiscl nén C M.YCYPI(‘E.
CYP2C9 vi vin chuyén cation hiru co (OCT). Sitagliptin c6 tic dung nhé d i véi nbng 46 digoxin trong huyét firomg, va <6 thé 14 chit irc ché ahg p-gl olelnlnvM.Siugli{rﬁncbucdung abi
vén gdodl}oxmtrunghu‘gmm 'Sauk.hmbng 25 mg digoxin dong thar véi 100 m sitagliptin mdi ngay tron long? AUChuy&nmngcmd‘lgoxinﬁltlngmmg&ilnh 1% va C, huyét twong
t;,“ﬂib*:h lg-‘KMn néndi lchl é'hfhuu‘;*g-mnhmwnmwnmwdoﬂnhdigoxinnenammig,m iibu ndy khi sitagliptin v digoxin dugo ding ddng thoi.

2 Chua @ tin v& tiromg ky cua thudc.
T'x’c"f)diﬂcxu NG MONG MUON CUA THUOC:
- Khong c6 thir nghiém ldm san duw'»léﬂhi\ﬂhVG'ISIII-MﬂleWﬁVlmﬂ-Ph’ml'mgb‘llqinghiemmgwsbmﬁgmmyviphmﬁnsqujmﬁndlauqcbﬂocdo,}hdmshuyé‘aammm
kﬁhqpv&imll'mylmu(ﬂ.!'/. vansulin (10,9%). i
- Céc the dyng khong mong duge ligtké duén day 14 thujt gt theo MedDRA vi tn sudt ymanh,,d,dmdm..ﬁamdr_ph&ﬁene1/10);phbbsén(3muoaénquo);mangpn&mn
gﬂllm);hi (> 1/10000 dén < 1/1000); rat hiém (< 1/10000) vi kbong dugec biét (khong thé wée tinh duge tir i liu ¢6 sin).
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Sitagliptin vén Sitagliptin v&1 metformin va itagliptin véi metformin v mjt Sitagliptin v&i Metformin
metformin sulfonylurea 'PPARY (rosiglitazone) va Insulin
Thirt além 24 tuin 24 tuln 18 tuin 24 tulin
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Nhigm khuiin durémg ho hip trén [ Pho bién
Nhiem nim ngodi da Khong ph bién
Rbi logn hé théng mién dich
Phan (mg qué min bao gém phin img Tén suat khong xéc djnh
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R&i logn chuyén hia va dinh dudng
Ha dutmg hoyet J Pho bicn ] Rit phé bien ! Pho bien Rit phd bién
R&: loan h¢ thin kinh
Pau diu Pho bien Khong phd bién
Bubn ngu Khéng phd bién
R&i logn hé hiip, ngye va trung thit
Ho [ Phé bikn
Bénh phdi ka* Tin sult khong xéc dinh
Rbi logn tiéu hba
Tiéu chay Khéng pho bién Phé bién
Budn ndn Phé bién
iy hoi Phé bien
Téo bén Khdng pho bien Phé bicn
Dau byng trén Khong phd bién
Oi mira Ph bien Tin sult khong xdc dinh Phd bién Tdn suit khdng xdc dinh
Kho miéng Khong phd bién
Viém wyy chp ™' Tin sudt khong xdc dinh
Viém tyy ghy (i vong va khong ghy tr | Tin suiit khong xéc dinh
vong va viém tyy hogi tr*!
R logn da va mé dudi da
Phi mach®’ Tin suit khong xic dinh
Phitban "' Tan sult khéng xic dinh
Mé day™! Tin sut khong xic dinh
Viém mach da™' Tan suat khong xéc dinh
Ditu kién da troc vy bao ghm hé Tin suat khong xic dinh
chimg Stevens-Johnson *, ¥
Rbi logn mo ca xuong va mb lién két
Pau khop Tan suit khong xéc dinh
Pau ca” Tén sudt khang xéc dinh
Pau nhiéu” Tén suit khong xac dinh
Pau hmg * Tan suat khéng xac dinh
R&i loan thin va tiét niéu
Suy gidm chire ning thin * Tén suat khong xéc dinh
Suy thin clip” Tiin suat khéng xéc dinh
R&i logn chung
Phus ngogi bién phd bién*
Xem xé1
Puimg huytt giam Khéng phd bién
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QUALIEU VA CACHXUTRI:
" Chura 6 dif ligu bo céo lién quan dén qud liéu cua Sita - Met Tablets 50/1000. )
- Trong nhimg thir nguem sing c6 dbi chimg & 46 tugng khoe manh, sitagliptin liéu an dén 800 mg thutng durge dung nap tt. Trong mét nghién ciru dung sitagliptin liéu 800 mg, khodng QTc
ing rat it v k?z:lgi l‘j“um'ld 1am shng. Chua c6 kinh nghi¢m sir dyng cdc liéu cao hon 800 m%:n 1. Trong clc nghiéncftuduliéugiuidom I, ngudi ta khbng tim thiy cdc phin img bat I trén lim
sang lién quan dén li idﬁngsimgll'mindh liéu 600 mg/ngay trong 10 ngdy va 400 mg/ngay d ngay.
- Trong trurémg hgp qué liéu metformin (hofic cing tén tai nguy ca nhiém acid lactic) ¢6 thé din dén nhiém acid lactic, nén chuyén cdp ciru dén bénh vién dé diu tri. Bién phap tbt nhdt vin Li logi bo
S 'fmdruoc guﬁmph,&huijm%u. chc nghién ctru lim lidu 4gior thim ; 4m néu
- Sitagliptin h vira phai. Trong céc nghién sang, khodng 13,5% liéu ding dgc logi bé sau 3 -4 gid tha phan mau. C6 thé xem xét th hin mau kéo dai hit hop trén lim
sing, Vi chaa bt Ay 16 o0t (.t 4o e st by L. @ PP
Iﬂf mﬁng :zp qué ue‘lnviec sirdyng céc bién phap hd trg théng thsomg la bop 15, vi du, logi b6 céc chit khong dwrgc hip thu khoi dudmg tiéu héa, sir dyng gidm sit lim sing (bao gbm chup dign tim
djéutrj h6 trg néu cln.
PACTINH nuqchtcfcnoc: ,
- Nhém duge 1§: Thube dugc sir dyng trong bénh déi théo duimg, két hop céc thube hp duémg huyéi glucose.

- MAATC:A10BDO7.
- Si .MaT.blm5onoookémqph-|muAcmnhpam,;m?éuﬁicuchébémngaélunungkiémmamghuyémbennnmnaﬁmamyuy'pz: itagliptin phosph hydrate, mt chit
1l

trc ché dipeptidyl peptidase 4 (DPP-4) vi metformin HCI, mt ube nhom biguanide.
. Cacﬂ {ic dyng: Sitagliptin phosphate monohydrate 1 mot thubs ri ting dutmg huyét duémg ubng thuge nhom ac ché enzyme dipeptidyl peptidase 4 (DPP-4), gilp cAi thi¢n kidm sodt dyimg huyét &
nhén déi dudmg tuyp 2 bang cAch lam ting néng o ciia cic hormon incretin ¢6 hoat lﬁnh.nB&lng ?é:ph \rc ché DPP-4, sitagliptin lAm ting nong o2 d;n%increlin ¢6 hogt tinh, bao m;ﬁﬁ 1

’ lﬂl.'..“ gon (glucagon-like peptide-1 -OLL- 1) v polypeptide kich thich tiét insulin phy thugc glucose (glucose-depend li ic polypeptide-GIP), Céc incretin I thanh i cda hé ni

sinh, gia vio ity hoa sinh I elng trgng on dinh glucose ndi méi. Khi ndng dleucusc trong mau binh thudmg hode cao, GLP-1 va Gll‘klng t8ng hop insulin va giai phong tir c4c té bio beta tuyén

tyy. GLP-1 lam gism iét glucagon tir 1€ bo a tuy vy, diln i vigc lim gidm san xuit gl 191 gan, ket qua I Jam giam nong 40 duimg huyét,

. bf.h! Jugng du h&m; , vige gltl phéng insulin khong duge ting curémg va it glucagon khong bj irc ché. Sitagliptin 1d mot chit wre ché manh va rit chon loe véi enzyme DPP-4 ma khong urc

ché chc enzyme lién quan r DPP-§ hodic DFP-9 & ndng 4o trj ligu. S:mglspug ¢ chu triic hoa hoc va tac dyng duge ly khic véi cac chit wong ty GLP-1, insulin, sulfonylurea hode meglitinides,

biguanide, chit kich thich thy thé hogt hoa gamma (PPARy) peroxisome, chit i ch alrhu-glucosidm vamchﬂn twong tyamylin, :

« Trong mt nghién ciru kéo dai hain y ¢ chc doi trgng khoe manh, riéng sitagliptin z_mmn ndng dd GLP-1 hoat tinh, trong khi metformin don dgc ting négxugdaGLP-l 0at tinh vi ton phin rong

duong véi che nong 46 W-fnm Sy phot hgp sitsglipun v metformin c6 tac dyng phy dbi véi x?bng .fo(n,p.l hogt tlnh. qutl ptin, nhymg khdng phai metformin, lim tAng ny ngd@Glen&h

« Hiku qué vi an toan 14m sang: Nhin chung, sitagliptin C‘l thién kiém sodt duomg huyét khi duge sir dung don tr liéu hode ket hop dicu trj. Trong cdc thie nghiegn lim sdng, sitagliptin duge sir dyng don

i 1 J‘n ién kiém soét cm‘m}g huyét vai sy gidm ding k hcmuglohumlc (HbA1c) v lam gidm ndng df glucose 1c doi v sau bira . Vige gidm dwdng huyeét lie ddi ( PG& i duge quan sdt E?ys.u

ba tudn, | tién mé tpi 46 FPG duge do. Ty 16 ha dyrpg huytt quan sft thiy & :gung h nhin duge diéu tri bing sitagliptin fwong ty nhu gid duge. Trong lugmg co the khong ting véi ligu phap

sitagliptin, sifagliptin lam cai thign dang kf chuc ning € bao beta, danh gia quampt s6 chi 30 bao gbm HoMA.p(Dmhsumbhmhéndmhnﬂ: moi-P), ty & proinsulin/ insulin vm..fhg.. dapumg cuaté

bwLu!uxel nghiém dung mpbu‘-lnvmm‘umuu y thuong xuyén




* Metformin Id mot thubc di thao dudmg nhom biguanide chit 1am ha duémg huyét bing cch cdi thi¢n 4 dung nap glucose & b¢nh nhin ddi thdo dirémg tuyp 2, lam gidm cd ndng d glucose mau co bin
vi sau bira &n, Metformin khong kich thich bai tiét insulin vi do 46 khdng tao ra hg duong huyet.

» Co 3 coché tic dong cua metformin:

* Metformin lam gidm san xufit glucose tai gan

+ Cai thi¢gn dé nhay cm v6i insulin béing cach tiing thu nap va sir dung glucose ngogi bién

. %ism Pbumﬂuwsﬁmlél 4 dai théo duom th trir & trudy diic bié Canh bdo ya tha
. ng gibng céc sulfonylurea, metformin khong giy tyt dudmg huyét & ci bénh phan dai thio duong tuyp 2 va ngudi binh thirdmg (ngoai trlr trong mt s6 tnrdmg hop dic biét, xem Canfi ho v tdn
trong khi dimg !ﬁg&c) vi khéng géey tang insulin huggt, )E')i r vd% mc{ronnin,sutio!:‘t insulin viin khéng doi trong khig:gg 4o igsulirﬁn‘xc d6i v ddp img insulin huyCt twong subt ngay thyc 1€ ¢6 thé gidm
* Tic dunglenn ng 4 GLP-1 thé hoat dpng sau khi ding sitagliptin cing metformin 43 ting cOng lyre, véi .:3 240 GLP-1 thé hogt dong tiing x4p xi 4 1dn so véri ding placebo. Sitagliptin don trj li¢u chi
Jam tang nbng 4o GLP-1 'i:é hoat dgng, ghén dnhsyr l'n:chsé DPP-4, trong khi 46 metformin donddc lam tiing nong do GLP-1 toan phin v the hoat dong & mic 4 nhu nhau. Cac diy li¢u nity phi hgp véi
nhitmg co ché khdc nhau vé sy gia ting nong 46 GLP-1 thé hopt dgng, Kéf qua tirnhimg nghién ciru cling chimg minh sitagliptin, chir khdng phai metformin, lam ting nong ¢ GIP thé hogt ddng.
DPACTINHDUQC DONG HQC:

- Sitagliptin:

» Hap thu: .

Trong mét nghién ciru & ngudi khoe manh, véi lidu ubng 100 me, sitagliptin dugc hip thu nhanh, ndng 6 dinh trong huyét twong (T... trung binh) dat dyge sau | dén 4 gidrsau 6, AUC trung biph cua
sitaghptin 1a 8,52 uM/gior, C.., 14 950 nM. Sinh kha dung tuyét dbi cia sitagliptin Khodng 87%. Duge ding hoc cua sitagliptin khong thay doi khi ubng sitagliptin trong bira An ¢ nhiéu chit béo,
sitagliptin c6 thé dung ciing hoic khdng ciing thirc &n.

AUC cia sitagliptin ting theo ty 1¢ theo li¢u lugng. Ty ngiéuluvng khong duge khiét 1ap choC,,, Vi C,y, (C., ting theo ty 1¢ 1iéulém hom va C,, ting theo ty 1§ lidu it hom). o :
* Phdn bo: Thé tich phén phoi trung binh & trang thii bén vimg sau khi ding 1 liéu do sitagliptin 100 mg duémg tinh mach dei twrong khoe manh Ia khodng 198 lit. Ty I¢ sitagliptin gén két thudn nghich
vdé‘;ic protein huyét twong thap (38%).
. énhba:

Simﬁ;ﬁnduw dao thii chi yéu trong nyée tidu & dang khong dbj vi mot phin nho qudubnggchuyén héa. Gin 79% sitlglipu'udllgc thai trong nurdc tiéu & dang khong thay doi.

Sau khi ubng 1 liéu sitagliptin c6 dénh déu [C], khodng 16% chit ¢ tinh phong xa Ia céc chat chuyén héa ciia sitagliptin, Séu chat chuyén héa ndy duge phét hién @ ndng 46 vét va duge cho 14 khong
llzm gtz vin:l élnou( llllx_:hy u';,: ché DPP-4 huyét tuong cua sitagliptin. Nhimg nghién ciru in virro & chimg minh enzyme chit yéu chiu tréch nhigm cho sy chuyén hoa c6 giéi han cia sitagliptin 1aCYP3A4,
v sy gop phin cua CYP2CS.

D #e-? invirro chothay Sitagliptin khong phai 1a chét irc ché CYP isoenzyme CYPIA4, 2C8, 2C9, 2D6, 1A2, 2C 19 hojic 2B6, v khdng phai 1a chit cam img CYP3A4 v CYPIA2.

o Thaitrie:

Sau khi che ddi twong khoe manh ubng 1 liéu sitagliptin [“C), Khoang 100% chit c6 tinh lﬂhéng xa duge thii trong phin (13%) holle nurde tidu (87%) trong 1 tudn ding thude. Thasi gian ban thii cudi cing
biéukién sau khi uong mot licu sitagliptin 100 mg la xap i 12,4 gidrva gulhlnh thai qua thiin khodng 350 mL/phit.

Sitagliptin dugc dao thai chu yéu qua thiin véi su bai tict chu dong qua 6ng thin. Sitagliptin la mgt chiitnén ddi véri chét chuyén chéranion hico 3 & ngudi (human organic anion transporter-3: hOAT-3),
von la chit co thé tham gia vdo sy thai tnr sitagliptin qua thin. Vin chia xic dinh duge sy lién quan 1im sing cia hOAT-3 trong vin chuyén sitagliptin, Sitagliptin ciing 1a mt chiit nén cua p-
glycoprotein, ma chél_néy ciling cdthé tham gia vao qua trinh dio thai sitagliptin qua thin. Tuy nhién, cyclosporine, mot chit rc ché p-glycoprotein khdng Jam gidm sy thanh thai sitagliptin qua thin.
Sitagliptin khéng phai 1 chat nén cho cc chat vin chuyén OCT2 hodc OATI hofic PEPT1/2, In vitro, sitagliptin khéng tro ché OAT3 (IC50= 160 pM) hogic véin chuyén qua trung gan p-glycoprotein
(I:‘? [ gﬁ “.I?d) ¢ grlwng dj trong huyét tuong c6 lién quan dén trj ligu. Trong mét nghién ctrulam sang, Sitagliptin cé tic dung nhd d6i voi nong 46 digoxin trong huyét tuong cho théy sitagliptin c6 the 1
chatirc che nhe p-glycoprotein. i’

« Dic diém & bénk nhdn: Duge dong hoc ciasitagliptinnoi chung 1 tuong ty & nhimg déi twgng khde mgnh yadnhimg bénh nhén miic bénh tiéu dudng tuyp 2.

Suy than: Bénh nhin suy thin nang thi khéng nén sir dung Sita - Met 50/500 Tablets. AUC cuasitagliptin huyct tuong ting khodng 2 Iin & bénh nhén suy thén trung binh, v ting khoang 4 14n & bénh nhan
suy thinnjing vi & bénh nhin ¢6 bénh thin giai dogn cubi dang dugc thim phin mdu, khi so véi d6i tugng khoe manh, binh thudng & nhom chimg.

Suy gan: Khéng diéu chinh liéu & bénh nhan suy gan trung binh (diém s6 Child-Pugh <9), Khéng c6 kinh nghi¢m |am sang & bénh nhan bj suy gan ning (diém sé Child-Pugh > 9. Tuy nhién, vi sitagliptin
chu yéu duge ddo thai qua thiin, nén theo dirdoan, suy gan niing khéng tac dgng lén dugc dong hoc clasitagliptin.

Ngidi cao tudi; Tudi e khong gay tic dong o ¥ nghia lim sing 1én dugc dang hoc cia sitagliptin durge theo mot phin tich duge dgng hoc theo din s6 tir ditligu giai doan | va giai dogn II. Ddi tugng cao
tudi (65— 80 udi) c6 ndng do sitagliptin huyét nrong cao hon 19% so véi doi tugng tré tudi hon.

Tré em: Chura tién hanh nghién ciru o bénh nhén tré em.

Nhdm bénh nhan khdc: Khong can diéu chinh licu dya trén gidi tinh, ching tde hoic chi s6 khéi co thé (BMI). Nhimg dac diém ndy khong c6 anh hwong c6 y nghia 1im sang d6i véi duge dong hoc cia
sitagliptin dya trén phn tich tng hop dir li¢u dugc dong hoc giai doan | v trén phan tich duge dgng hoc din so cta dirli¢u giai doan I va giai doan IL

« Hap thu:

Saukhi ubng 1 liéu metformin, t__, dat dwoc sau 2,5 gid. Sinh kha dung tuyét ddi ciia vién nén metformin HCI 500 mg khoding 50 - 60% & ngudi khoe manh

Sau | liéuudng, ty 1¢ phan khéng hap thu trong phan 14 20 - 30%.

Metformin hip thu chim va khong hodn todn ¢ dudng tiéu hoa. Sy hdp thu cia metformin khong ting ty 1¢ theo liéu thubc.

Khi udng vién metformin HCl theo l'géu va chédg phan liéu thuong ding trén lim sing, nong 4 metformin huyet tuong & trang thai bén vimg dat duge trong 24 - 48 gid v thudmg < | meg/mL. Trong chc

thir nghi¢m 12m sang c6 kiém soét, ndng d9 metformin trong huy¢t twong 16ida(C,.) khong vugt qud 4 pg/ml, ngay ci liéu lugng 1on nhét.

Thie dn lam gidm mirc 43 va lam chim tdc 6 hap thu metformin, digc bicu thj qua nong d§ dir:i"l trung binh trong huyét twong giam gan 40% (C_), dign tich dudi duémg cong biéu thj ndng o thude

trong huyét trong theo thai gian (AUC) gidm 25% va thai gian dé dat néng d¢ dinh trong huyét trong (T,.) phai kéo dii thém 35 phit sau khi ding vién metformin 850 mg duy nhiit trong ngdy ciing véri
irc in, so v&i ding thude cling ham lugng trong lic d6i.
nghialim sént%cﬁanhi';ngu-isnsuy giam nay chwra dugc biét rd. . . "

|- Phin bé: Metformin gn két khong ding ke véi protein huyét tuong. Vige metformin ly tach khoi hdng ciu, chit yéu phy thuge vilo thi gian. Thé tich phin b biéu kién cia metformin khoang 63 -276

it.

« Chuyén héa: Metformin duge dio thai trong nude tiéu & dang khéng 481 Khéng c6 chat chuyén héa ndo duge tim thiy § ngudi "

« Thdi trie: D6 thanh thai thin ciia metformin & thin 1a > 400 m/phit, chimg 16 metformin dugc thi trir chii yéu qua sy bai tiét ¢ ong thjn. Squ mot liéu ubng, thi gian ban thdi tai huyét trong khodng 6,5

gio. Khi chirc ning thin bj suy giam, 46 thanh thai thiin giam twong (mg v6i creatinin va do d6 théi gian ban théi dugckéo dii, déin dén ting ndng d§ metformin trong huyét twomg,

QUYCKCH PONG GOI: Hop 2 vi x 7 vién nén bao phim. i

DIEUKIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUGNG CUATHUOC:

Diéu kign bio quan: Noi kho mat, nhigt 46 duei 30°C, trinh fuh sing.

Han diing: 2 niim, ke tirngay sén xuat,

Tiéu chuéin chit hrgng caa thutce: Tiéu chuin cosd.

Sin xufit (g
CCL Pharmaceutical (Pvt.), Ltd.
@ C C L 62 Industrial Estate, Kot Lakhpat, Lahore, Pakistan
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