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i e muim Sitagliptin-SA FARMA 50 mg
e nén oo pim Sitagliptin-5A FARMA 100 mg
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THANH PEAN

Mdi vién nén bao phim Sitagliptin-5A FARMA 50 mg chia:

Thanh phédn hoat chit: sitagliptin (dudi dang sitagliptin phosphat monohydrat) 50 mg

Thénh phén t4 dugc: lactose manohydrat, cellulose vi tink the, povidon, natri starch glyselat, silicon dicxyd, magnesi
stearat, opadry AMB, oxyd s&t vang, quinolin yallow lake.

MaBi vign nén bao phim Sitagliptin-54 FARMA 100 mg chia;

Thanh phan hoat chit sitagliptin (dudi dang sitagliptin phosphat menohydrat) 100 mg

Thanh phén ta dugc: lactose monchydrat, cellulese vi tinh the, pavidon, natri starch ghycolat, silicon dioxyd, magnesi
stearat, opadry AME, oxyd a1 vang, quinolin yailow lake.

DANG BAD CHE
- Sitagliptin-5A FARMA 50 mg: Vién nén tron bao phim mau vang cam, hai mat tean.
- Sitagliptin-5A FARMA 100 mg: Vién nén trdn bao phim mau vang cam. hal mat tran,

CHi DINK

Bon i ligu } "
Sitagliptin duge disng nhu ligu phap ha trg cho ché d3 dn kigng va van dang thé lc céi thign Kkidm sodt duding huyst
& bénh nhan d4i thao dubing typ 2.

Két hgp vl Metformin hn )
Sitagliptin dudec i dinh & bénh nhan dal thao dudng typ 2 dé cdi thién kiém soat dubing hlyét bang céch két hgp vai
metfarmin nhu ligu phap ban ddu hodc khi metformin don i lidu cing ché a6 an kiéng va vin dong thé Iue khdng
Kkiém sost duge duting huyét thich dang.

K&t hop vii mét sulfamid ha dudng huyet 5
Sitagiptin duge chidinh & bénh nhan dai thao dudng typ 2 dé il thign kidm soat dudng !\Eygt béng cach kit hdp vai
sulfamid ha duting huyét don tr lidu ciing chd dd &n kidng va van dgng thé luc khéng kiém soat dugc duing huy&t
thich dang.

KEt hop vai chat dang van PPARy ; ! ;
Sitagliptin dugic chi dinh & bénh nhén dai thao dudng typ 2 98 cdli thign kiém sodt dudng huyét bing cach ket Ihrﬁn vl
chat ddng van PPARY (nhy nhém thiazelidinediones) nhy diéu trj khdi dau khi dan tri lidu cung ché do an kiéng va
wén déng thé luc khéng kidm sodt dugc duting huy#t thich dang.

K&t hgp voi Matformin va mét sulfamide ha duding huyst ’
Sitagliptin dugc chi dinh & bé&nh nhan dai thao duting typ 2 d8 céi thign kiém soat duing huyét bang cach két hop vai
metformin va mét sulfamid ha dugng huyét khi hai loal thudic nay ciing ché g0 @n kiéng va van déng thé e khing
kidm soat dude dudng huyét thich dang.

K&t hgp woi Metformin va mat chat dong van PPARy

Sitagliptin dugs chi dinh @ bénh nhan dai thao dudng typ 2 dé cai thign kidm soat duting huyét bang cdch ket hap vai
metformin va mdi chat déng vin PPARy (nhi thiazolidinediones) khi hal loai thude nay ciing ché da dn kiéng va van
déng thé lue kndng kiém soat dudc dudng huyét thich dang,

Két hop vél Insulin

Sitagliptin dude chi dinh & banh nhan dai thao dudng typ 2 nhu mdt liéu phdp nd trg che ché @b an kidng va van déng
thé life dé cal thign kidm sodt duding huyst khi ding k&t hap wdi insulin {ciing hodc khéng cing vai metformin).

LIEU DONG, CACH DUNG

Liéu sitagliptin khuy&n cdo |3 100 mg, ngay 1 Kn khi ding nhu Gdn tri ligu hodc k&t hdp véi mettormin, sulfamide ha
duding huyét, insulin (cing hodc khéng cing metformin}, chat ddng van PPARy (nhu thiazolidinediones), hodc
metformin cling sulfamide ha dudng huyét hodc ca thé diing metformin ciing chét déng van PPARy. Go thé udng
sitagliptin cing hodc khdng clng vdi thic &n.

Hhi diing sitagliptin két hop vdi sulfamide ha duéng huyét hoac insulin, ca thé xem xét ding sulfamide ha duding
Ruyét hodc insulin ligu thip hon nham giam nguy cd ha dudng huy&t do sulfamide ha dudng huyét (xem CANH BAQ
WA THAN TRONG, Ha duting huydt khi kél help ver sullamide ha dudng huydt hode insulin).

Bénh nhan suy thdn

Vi cd su chinh 12y dua vao chdc nang than, khuyén cdo nén danh gia chic n&ng than trude khi khai dau diéu tri vai
sitagliptin va sau do kiém tra dinh ky.

E6i veii bénh nhan suy than nhe (Udc tinh 46 loc cAu than [eGFA] = 60 mLphOt1,73 m* dén < 90 mi/phut!1,73 m),
khang cén chinh liéu sitagliptin,

BiSi véi bénh nhdn suy than trung binh (eGFR = 45 mLiphat'1,73 m* dén < 60 mLiphat'1,73 m'). khong can chinh
liéu sitagliptin,

B vidi bénh nhan suy than trung binh (@GFR > 30 mL/phdt1,73 m’ dén < 46 mLphat'1, 73 m*), liéu sitagliptin 14 50
mg ngay 1 1an.

B4 vdi bénh nhéan suy than nng (eGFR = 15 mUphit1.73 m* d&n < 30 mLiphat, 73 m’) hodc co bénh than giai
doan cudi (ESRD) (eGFRA < 15 mLiphitd,73 m?), bao gém cac bénh nhan cén thdm tach mau hoae thdm phan phic
mac, lidu sitagliptin & 25 mg ngay 1 dn. C& thé ding sitagliotin bat ky e néo, khéng 118n quan dén thei digm thém
tach méu.

CHENG CHi BINH ) ;
Chéng chi dinh ding sitagliptin & bénh nhan qua mén vdi bt ky thanh phan nao cla thude.

CAMH BAO VA THAN TRONG

Téng qudt

Khing nén diing sitagliptin & b&nh nhan dal thao dudng typ 1 hodc dé diéu trj nhiém acid ceton & bénh nhén dai thao
dudng.

Vr'émgrux. B oo bao cdo vé viém tuy cdp, bao gém vidm luy xudt huyét hodc hoal tT gay t0 vong va khong gay 1l
vong (xem TAC DUNG KHONG MONG MUdNJ 4§ banh nhan ding sitagliptin. Nén cho bgénh nhan bist tridu ching
déc trung cla viem tuy cap la dau byng di doi va iEn tye, Wigm tuy duge ghi nhan hoi phue sau khi ngung ding
sitagliptin, NEu nghi ngé vigm fuy, nén ngung ding sitagliptin va cdc thude khac co the ién quan.

S0 ding & bénh nhén suy than: Sitagliptin ducc dae thal qua thin, B dat néng do sitagliptin trong huyét tang tudng
1 nhui @ bénh nhan cé chijc ndng than binh thuding, nén giam ligu thuds & banh nhan cd 8GFR < 45 MUphAY1,73
m? cing nhu & bénh nhan co bénh than giai doan cudi (ESRD) cdn thdm phan mau hodc thém phan phic mac (xem
LIEU LUGNG VA CACH DUNG, bénh nhan suy than)

Ha duting huy&t khi ding 18U phap k&t hop vol sultamid ha duding huyét (SU) hodc insulin: Trong cac th nghiém
Iam sang véi sitagliptin thaa dan tri ligu va theo trj lidu két hop véi cac thudc dude biét rl khong gay ha dudng huyét
(nhut metfarmin hoac chat ehl vin PPARy (thiazolidinediones)), 1y & cac bao cho ha dudng huyét khi ding sitagliptin
tugng ti nhu d bénh nhan diing placebo. Gidng nhu cac thudc tri thng dubing huyat khac, da quan sat thdy ha dudng
huyét khi dung sitagliptin k&t hop vai insulln hode sulfamid ha duling huyét (xern TAC DUNG KHONG MONG
MUSHN). Da dé, df gidm nguy cd ha dudng huy8t do SU wa insulin, c6 thé xem xét giam lidu SU hole insulin (xem
LIEU LUCONG VA CACH DUNG).

Phén ting qua mén: Da co cac bao cao hau mai vé nhing phin dng qué mén nghigm trong & bénh nhan ding
sitagliptin. Cac phan Ung may bao gdm phan {ng phén vé, phi mach va cdc bénh ly roc da ké c& hoi ching
Stevens-Johnson. Vi céc phan ng nay dugc bac cdo ty nguyén K dan =8 chua bit r6 cd mau, nen thudng khing
thé udc tinh chic chin 1an sudt hoac x&c 1p mdi quan hé nhin qua vdi viéc st dyng thudc. Cac phan dng nay bat
dau xudt hién trong 3 thang ddu sau khi bat ddu didu Ir vai sitagliptin, voi vai bac cao xay ra sau lléu ddu tién. Néu
nghi ngé ¢d phan Ung qua mén, phai ngung ding sitagliptin dann gid cdc nguydn nhin tém nang khac va bit ddu
cac trj ligu thay theé v bénh dai thao dudng.

EBong nude Pemphigeid: Ba ¢t bao cao hau mal vé cac rudng hop b béng nute pemphigoid phai nhap vién didu tr
ddi vai thudc e ché DPP-4. Trong cac truting hap dude bao cde, bénh nhan thuding dude phuc héi bang ligu phap
U ché mién dich cuc b§ hodc hé thong va ngung ding thudc e ché DPP-4. Khuyén cao bénh nhan bac cao vé sy
phat trién clia bong nude hodc trot da trong khi dling sitagliptin. Néu nghi ngd bong nudc pemphigeld, nén nglng
diing sitagliptin va chuyén dén bac s§ da li§u dé dudc chin dodn va diéu 1 thich hap.

51 dung & tré em: Mat nghign ciiu 54 tuan, mo dai 43 dugc thuc hien dé danh gia higu qua va dd an loan clia
sitagliptin & bnh nhan 1ré em (i 1017 wéi) bl bénh dai thao duting typ 2 khéng phii dang diéu tri chiing tang dubng
huyét trong it nhdt 12 tudn hofic dang diéu tr vl mat lidu insulin 6n dinn trong it nhét 12 tudn. Céc bénh nhan duse
chon ngdu nhign va digu Iri bang sitagliptin 100mg (N=95) hodc gia duge (N=95) 1 ln/ngay trong 20 tudn.

Bidu tri bing sitagliptin 100 mg khang mang lai sU chi thién dang ké vé HbA1c lic 20 tuan.

@ nhiing bénh nhan tré em tif 10-17 tudi bi bénh dai théo dudng typ 2, di liéu vé tac dyng phu hidng duong nhu duge
quan sat thay & ngudi 1én.

Sitagliptin chua duge nghién cdu & bénh nhin rd em dudi 10 wéi.

St dyng & ngudi cao tudi: Trong cac nghign clu lam sang tinh an teén va hiéu lue clia sitagliptin & nguei cao tudi |z
65 tudi) tuong ty nhu & beEnh nhan iré tudi hon (< 65 tudi). Khong cén chinh liéu theo 66 tudl. Bénh nhan cao tudi cé
nhidu khd nang suy than hon; nhu cdc bénh nhan khac, ¢b thé edn chinh léu khi co suy than dang k& (xem LIEU
LUGNG VA CACH DUNG, Bénh nhdn suy than)

Do thudc co chifa ta dugc lactose. Trén nhting bénh nhan ca tinh trang khang dung nap vai galactose, vi dy nhu
galatoza huyst, thigu men Lapp-lactose hodc hap thu kém glucose-galactose do yéu 19 di truyén, di higm khi xay
ra, thi khéng n&n s dung thudc nay.

SU DUNE CHO PHU NU CO THAI VA CHO GON BU

Phu i cd thai

Sitagliptin khing cd kha nang gay quai thai & chudt céng khi diing liéu d8n 250 mg/kg hodc & thd vai lidu dén 125
mg'kg trong gial doan hinh thanh cac cd quan (tuong Ung dén 32 [an va 22 [&n, ludng dung nap & ngudi thao lidu dé
nghi hang ngéay & ngudi [an 1a 100 mo/ngay). O chudt cong, ty 18 bién dang xudng sudn thai nhi (khéng cé xutng
sudin, xuong suBin gidm san va chudi hat subn) ng nhe duge ghi nhan khi chudt me ding liéu 1000 makg/ngay
(knodng 100 14n lugng dung nap & ngudi dya theo liéu dé nghi hang ngay & ngudi 16n 14 100 mg/ngay). Khi chudt me
diing figu 1000 mg/kg/ngay, can nang trung binh cda chudt con ca hai gidng duc va cal trudc khi théi ba va su ting
can cia chudt dyc con sau khi théi bu déu gidm nhe. Tuy nhién. nhing nghién clu vé sy sinh sén & déng vt khiing
phai lue nao cling du dodn dude dép dng & ngudi, Vi khong c6 nhiing nghién ciu ddy dl va d6i chung t5t & phy nd
co thal, nén chifa bigt rd tinh an toan cia sitagliptin & phu nid cd thai. Nhu cac thudc uéng 1ri ting dudng huyst khac,
khong khuyEn cao sir dung sitagliptin treng thai ky

Phy ni che con b

Sitagliptin dugc bai tiét vao sia chudt cing me. V&n chua bidt rd sitagliptin o bai 1ét vae sia ngudi hay khong. Do
dé, khdng nén ding Sitagliptin cho phy ni dang cha con b,

ANH HUGNG COR THUBC LEN KA NANG LA XE VA VAN HANH mAY mic

Chua thuc hién cac nghién clu vé tac dgng cla sitagliptin 1én kha nang iai xe va van hanh may méc. Tuy nhién,
ngudi ta cho rang sitagliptin kndng anh hudng dén kha nang Idi xe va van hanh may mac.

TUONG TAC CUA THUOC

Trong ede nghién cdu tweng &G thudc, sitagliptin khong gay tc dong o y nghia 1Am sang Ién duge dang hoc coa
cac thudc sau day: metformin, rosiglitazon, glyburid, simvastatin, warlarin, v vién udng tranh thai. Dua vao cac di
ligu nay, sitagliptin khéng e ché cac isozym CYP 1a CY P3Ad4, 2C8, hodc 2C9. Dua vao ditlidu in vitro, ngudl ta cho
rang sitagliptin cing khang cd tic dung uc ché CYP2D6, 142, 2C19 hode 2B6 hodc cam Ung CYP3AS,

Dung metformin lidu |3p Izi ngay 214n cling vai sitagliptin khong 1am thay ddi ¢o ¥ mghia dude déng hoc clia silagliptin
d bénh nhan dai thao dudng typ 2,

Cac phan tieh dugc ding hoc theo déan =6 dd dudc tign hanh & bénh nhan dai thae dudng typ 2. Nhing thude ding
ddng thai khfang gay 1ae dung £ § nghta lam sang lén duge d4ng hoe cia sitagliptin. Mhiing thude dugc danh gl A
thude ding phé bign & hénh nhan dal thio duding typ 2, bao gém cic thube tri téng cholesteral mau (nhu stafins,
fibrates, ezetimib), thude khana tidu ¢du (nhu clopidogrel), thude ti tang huyét 4p (nhu thude e ché AGE, chen thy
the angiotensin, chen beta, Uc ché kénh canxi, hydrachlorothiazid), thudc glam dau va khang viem khong steraid
(AR naproxen, diciofenac, celecoxib), thusc 1ri frém cam (nhu bupropion, fluoxetin, sertralin), khéng histamin {nhu
cefirizin), tc ché bam proton (nhu omeprazol, lansoprazol); va cac thusc tr 1di loan cudng duang [nhu sildenafi),
Dién tich dudi duting cong va trung binh néng do dinh clia digoxin tang nhe (AUC, 115 va C_.. 18%] khi dung ciing
sitagliptin, mie do tang nay khong dude xem |2 c¢d y nghia 14m sang. Nan giam sat bénh nhan dang ding digoxin
cho thich hop. Khang khuyén cdo didu chinh lidu digaxin hay sitagliptin.

Khi cha d8i tugng nay udng mét lizu don sitagliptin 100 mg cung vai mot liéu don cyclosperin 500 mg, vdn 14 chit e
ché manh p-glycoprotain, AUC va €, cla sitagliptin tang xdp xi 20% va 68%. Nhing thay d&i nay trong dugc dong
hoc cla sitagliptin dude xem khéng cé y nghia lam sang. Khang khuyén cdo chinh lidy sitagliptin khi ding chung vdi
eyclosporin hodc chét le ché p-glycoprotein khac (nhu ketoconazal),

TAC DUNG KHONG MONG Muds
Tdc dung khong mong mudn nghiem trang baa gdm viem tyy va phin dng qua man da dugc béo cdo. Ha duting
huyét da dugc bao cio khi dung két hop voi sulphenylurea (4,7% -13,8%) va insulin (9,6%) (xem phén CANH BAQ
VA THAN TRONG).

Bang liét ké cac téc dung khang mong mudn:

Tac dyng khéng mong mudn dudc Fig1 ké dudi day (Bang 1) theo hé ca quan va t&n suft xdy 18 trén hé ed quan, Cac
tn =5 duge dinh nghts ka: rét phd Dign (= 1/10); phé bién (= 1/100 G&n < 1/10): 36 b 7 £
aliny | M (= 1/10.000 dEn < 1/1.000); &t hiSm (< 1/10.000) va khng auge blét r[wf:ﬁgngr;:ébfﬂr; 't?nﬂ’ﬁﬁfann:i"cé
Bang 1, Tan sudt cha cac tae dung khéng mong mudn duge xac g

& dan i hu blng sitagiiptin va kinh NORIAm RAU inh 1l cac nghign ey lam sang ddi chiing gia duge

_Tac dung khing mong mudn | Tén su#t
_Réiloanhgmiéndich ;
Cac phan ting qué mfn bao gém phan Ung phén vé | Chua xac dinh tan suat

b P e

R&i loan chuyén hoa va dinh dudng

_Ha dudng huyét + Thuéng gap = =
_ R&i loan hé thin kinh = = :

| Bau déu Thuéng gap

_R&i loan hé hap, ngye va trung that A Seet)
"Bénh phdi ke * ~ |Chuaxdodinhtansudt

R&i logn tiéu hoa b —
Tao bon i : — [ Thodnygep_— © o |
Hams Chua
ViemtuyeSp b Chua xac dinh tAnsudt |
Viem tuy xudt huyét va hoai i gay tivong va khéng | Chua x4¢ dinh tan sust |
géy tdvong * + J h it bl
R8i loan da.

Iay day * +
Viem mao mach *+

Chua xac dinh tAn sudt |
i | Chua xdc dinh tan sudl

Cédc bénh Iy gay tréc da ké ¢ hoi chung Stevens- | Chua xdc dinh tan sudt
Johnson * + -
Bang nudc Pemphigoid *
Ré! Ioan co xuong va mo li

Chua xac dinh tan suat

Bau khdp * = Chua xdc dinh tan susdt |
Bauca ® Chua xac dinh t =
Bau lung* Chua »dc djnh tén suét
| 6l loan than va tigt nigu ) :
_Suy than cdp* Chuaxdc dinh tnsudt |

“*"Tac digng khéng mong mudn dude xac dinh thdng qua giam sat hdu mai,
“+" Xem phén canh bac va than trong
“+4" Xem Nghién cliu TECOS danh gid tinh an tean trén tim mach bén dudi,
M8 1A cic tac dung khong mong mudin i
Mgoai cac fac dung khéng mong mudn lién quan dén thude duge md 18 d trén, cac e dung khéng mong mudn da
dudc bao céo bél k& mdi guan hé nhan qua vdi thudc va xay ra d it nhat 5% va nhiéu hdn d bénh nhan dang diéu tr|
voi sitagliptin bac gém nhigm tring duting ho hap rén va viém mii hong. Gac tac dyng khong mong mudn b sung
sau day 08 duce bao cao bal ké mdi guan hé nhin qud véi thudc va xdy ra thubing xuyén hon 4 bénh nhéan diéu trj
vdi sitagliptin {dwdi 5%, nhung 1¥ 1& xay ra vdi sitagliptin cao hon 0,5% so vdi nhom dai chiing) bao gom viem xudng
khdp va dau & chi.
MGt 6 tac dung kndng mong mubn dugc quan sat thiy thudng xuyén hon & cac nghién ciu s0 dung sitaghiptin két
hdp vdi cac thude digu tri dai thae duling khac hdn so vdi cac nghién cdu sif dung sitagliptin dn tri liéu, Bao gém ha
duang huyét (tan sudt rat thudng gép khi dung k&t hop vai sulphonylurea va metformin), cim (thudng gip khi ding
vl insulin (6o hose khong co metforming), budn ndn va nén (thudng gap khi ding vai metformin), day hai (thudng
giép khi ding wdi metiormin hodc pioglitazone), 140 bén (thubng gdp khi ding Két hop vdi sulphonylurea va metform-
inj, phil ngoai bign (thudng gap kit dung vdi piogltazone hoac phéi hop vai pioglitazone va matformin), va tiéu chay
(it gép khi dung vii metformin).
Nghién ciu TECOS dénh gid tinh an todn trén tim mach:
Mghigén citu-lam sang danh gia tac ding cda sitagliptin irén tim mach (TECOS) tign hanh trén 7.332 bénh nhan didu
Ir| vl sitagliptin, 100 mg méi ngay (hodc 50 ma méi ngay néu t6c dé loc cu than = 30 va = 50 mLphat/1,73 m?), va
7.338 bénh nhin dung placeba trong qudn thé cé ¥ dinh didu 1ri, CA hai tri ligu dugc thém vao ché 46 cham sac thang
thiing nhim kidm soat mic HbATc theo figu chudn khu v va cde yéu 15 nguy co trén tim mach. Dan s6 nghian
ciu bao gém 2,004 bénh nhan = 75 tudi (970 bénh nhan diéu tri vdi sitagliptin va 1.034 bénh nhan diing placebo).
Tan sudt cdc tac dung khdng mong mudn nghiém trang & nhing bénh nhan didu tri vai sitagliptin tugng tu nhu bénh
nhén ding placebo. Blanh gia vé céc bidn ching fién quan dén bénh dai thac dubing 12 ugng dudng gitia cac nham
baa gém nhiém triing (18,4% & bénh nhan diéu trj vdi sitagliptin va 17,73 & bénh nhan ding placeba), va suy than
(1,4% & bénh nh@n didu tri val sitagliptin va 1,5% @ bénh nhan dung placebo). GAc Hc dung khang mong mudn &
Bénh nhan = 75 tudi nkin chung wang t vl toan bé dan st nghign cdu,
Trang guén theé co y dinh diéu tr, trong =6 nhing bénh nhan dang st dung insulin va/hodc mot sulfonyuraa, ty 4 ha
duing huydt nang 1a 2,7% @ bénh nhan diéu tij véi sitagliptin va 2,5% & bénh nhan diing placebo; trong 88 cdc banh
nhén dang khong sd dyng insulin vamode mot sulfonylurea, 1y 1@ ha dutng huy&t nang |a 1,0% & bénh nhan diéu tr
vai sitagliptin va 0,7% d bénh nhan ding placebo. TAn sudt bién ching viem tuy da dugc xac nhan 1a 0,2% & banh
nhén didu tri vdi sitagliptin va 0,2% @ banh nhan ding placebe. Tan sudt bign ching khdi u &e tink 83 dudc xdc nlﬁn
18 3,7% & bénh nhan didu tr voi sitagliptin va 4.0% & bénh nhan ding placebo. Mham bénh nhan 1ré em: Trong mot
nghién ciiu lam sang vdi sitagliplin 100 ma & bénh nhan tré am tif 10-17 tudi bj bénh dal thao duang typ 2, khéng cé
phén dng bat Igi nao én quan dén thulc dude bao cao trong khodng thisi gian diéu tri 54 tudn & hon 1 bénh nhan
trong nhém ding sitagliptin (M = 85) v phd bién hdn o véi & nhiing bénh nhén trong nham ding placebo (N = 90).
:‘;‘Iﬁ:g og s‘t,.lé khé:‘:_bi?t 6 y nghia 1am sang glira nhdr; diing slldagllpﬁn va nham ding placebo cha dén win thi 54
cAC figu chive an foan trong xel nghiém, cdc ddu higu : i i tie 3
N e ng ghig &u sding, chi =d vé finh frang beo phi hodc cac tieu chi vé
Cac phat hién vé xét nghiém
Tén sudt cac tc dung bat Ii vé kit qua xét nghigm & banh nhan ding sitagliptin 100 mg tuding ty & bénh nhén diing
placeﬁ:uo. Trong céc nghi@n cdu 14m sang chéo (acrass clinical studies), lugng bach céu tang nhe (khac biet xdp xi
200t bao bach cau (microl so voi placebe; luong bach céu trung bint ban dau x8p x| 6.600 t8 bac/microl) do ting
tach cdu frung tinh. Diu ndy dudc phat hign & hdu hét nhung kndng phal & 14t ca cac nghién ciu. Su thay ddi cac
théng 56 xét nghigm niy dugc xem khong lign quan dén im sang.

I:Sgg BAO NGAY CHO BAC SY HOAC DUGC S¥ NHUNG PHAN UNG CO HAI GAP PHA| KHI S0 DUNG

QUA LIEU VA CACH XU TR 1ty . A
Trang nhiing thir nghiém |&m s&ng ¢6 dbl ching ngudi khde manh, sitagliptin liéu don dén 800 ma ducie dung nap 1ot.
Trong mot nghién cdu dong liéu 800 myg sitagliptin khoang QT tang rdt it va khéng lién quan dén [am sang (xem E_)U(JC
LUC HOC, Bign tim). Chua co kinh nghigm sif dung céc liéu cao hon BOD mg & ngudl. Trong cac nghign cdu giai doan
1 v& ché 88 nhiéu Tiéu trong ngay, ngudita khang tim thay céc phan ng bét Idi trén lam sang lin quan dén liéu khi ding
sitzgliptin dén liéu 500 ma/ngdy trong 10 ngay wa 400 mgingay dén 28 ngay. Trong trudng hop qua liéu, nén ap dung
c4c bign phap hé trg thuring ding, nhu loai bd chat chua kip hép thu khii dudng tiéu hoa, theo dbi frén 1am sang (bao
gém lam dién t3m dé), va tri liéu nang dd, néu cén. Sitagliptin cd 1hd dugc tham tach wira phai. Trong nghién cthu lam
sang, khodng 13,5% lidu dung duge loai bd sau 3-4 gid thdm phan mau. Co thé xam xéat tham phan mau kéo dai néu
phis hap trén Jam sang, vén chua bigt ro thdm phan phic mac cé thé tham tach dudc sitagliptin hay khomg.

DIAC LYC HOE, DUYC BONG HOC
DUTIC LU HOC

Nhom duge ly; Thude digu tn dal thao duding thuje nhém Ue ché dipeptidyl peptidase 5 (DPP-4}.
Ma ATC: A10B HO1,
Cd ché tac dung
Sitagliptin thuge nhém thudc udng tri tang dudng huyét, gol ta chit e ché dipeptidyl peptidase 4 (DPP-4) co tac
dung cai thién dudng huy&t & benh nhian dai thae dudng tuyp 2 bang cach lam tang ndng d4 cdc harmane incretin
thé hoat diing. Cac hormen incretin bao gém peptide gidng glugacon 1 {glugacon-like peptide-1: GLD-1) va polypap-
tide kich thich tiét insulin vé phy thude vao glucose (glucose-dependent insulinotropic polypeptid: GID), dudc phang
thich 10 rubt sust nady, va tang ndng do dap lng vdi bla an. Cac hormene ineretin nay 1a thanh phén cla hé thdng
ngi sinh tham gia v&o sy didu hba sinh Iy inh trang can béing noi moi glucose. Khi ndng dé glucose binh thudng hodc
tang cae, GLP-1 va GIP lam tang sy tng hop va phdng thich insulin t céc 18 bao beta tuyEn 1uy qua cdc duding
teuydn tinh Diéu ndi bao lién k&t vai AMP vong. Ngudi ta da ching minh viec diéu tri vdi cac chét Oc ché GLP-1 hodc
DEP-4 cac mo hinh dbng vat bj dai thao dudng tuyp 2 da lam cal thién dap ng cda té bao beta dbi voi glucose va
kich thich sinh tdng hop va phong thich insulin. Su hdp thu va sd dung glucose tai md gia 1ang khi ndng d& insulin
can hon. Mgo&i ra, GLP-1 1am gidm tiét glucagon 1 1 bae alpha tuyén Wy, Néng db glucagon gidm cing vii nong
d@ insulin trong mau cao hdn dén dén gidm san xudt glucose tai gan, gay gidm nong di glucose trong mau. Cde tic
dung nay cia GLP-1 va GIP phy thubcvao glucose, vi vy khi néng dd alucose trong méu thép, su kich thich phing
thich insulin gia tang. Hon nda, GLP-1 khéng 1am suy gidm ddp dng binh thuding cilia glucagon di vdi finh frang
duding huygt thdp. Hoat tinh cla GLP-1 va GIP bj han ché béi enzyme DPP-4. nay I2 enzyme nhanh chang thiy
phan cac hormone incretin thanh cac chat khéng hoat tinh. Sitagliptin ngén naiia DPP-4 thily phan céc hormone
incretin, do dé iam tang néng 48 cac dang hoat tinh cda GLP-1 va GIP trong huyét tugna. Bang cdeh ting nbng d8
incretin dang hoat déng, sitagliptin lam tang phang thich insulin va gidm ndng dé glucagon theo cach thifc phi thudc
vao glucose. O bénh nhin dai thao dudng tuyp 2 co tinh trang tang dugng huyst, sy thay ddi néng da insulin va
glucagon nay din dén giam néng d hemoglobin Al (HbAle) va néng dé glucose lic dél va sau khi &n. Co ché phu
thute vao glucose nay khac bigt vdi co ché tac dung cda cac sulfamid ha dudng huyst, cac sulfamid ha dugng huyét
lam téng tidt insulin ngay ca khindng do glucose thap va co the dén dén ha dusing huyét d bénh nhan dai thao dutng
tuyp 2 va & dii tugng binh thutng. Sitagiiptin la 1 chit de ché manh, chon Igc cao trén enzyme DPP-4 va khong tc
ché cac enzyme lién quan gén 1 DPP-8 ho#c DPP-8 & céc ndng do didu tri.
Tang quat

bénh nhan déi théo dudng typ 2, udng cac liéu don sitagliptin ddn dén oo ché hoat tinh cla DPP-4 trong 24 gia,
gay tang nong 68 GLP-1 va GIP thé hoat ddng trang mAu dén 2.3 1dn, tang nbng do insulin va C-peptide trong huyst
tugng, gldm ndng 86 glucagon, giam glucose luc doi, va gidm dung nap glucose sau khi udng glucose hodc sau bia
an.
Trong 1 nohién ciu d bénh nhan dai thao duong typ 2 khang kiém sodt tdt val dan trj litu metformin, ndng 6o glucose
theo dii sudtngay da gidm déng ké & benh nhan dung lidu phép két hop sitagliptin 100 ma/ngdy (50 mg x 2 En/ngay)
wéii metformin, 30 vdi bénh nhan dung placebo vdi metfarmin (xem Hinh 1).
Hinh 1: Bac diém glucose huyét tudng 24 gid sau 4 tudn diéu tri vdi Sitagliptin 50 mg ngay 2 |an cing Metformin
ho#ic Plazebo vdi Metformin
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Trong cac nghién el lam sang giai doan 11l kéo dai 18-24 an, Iri lidu sitagliptin 100 mg/ngay & b&nh nhan déi thao
duding typ 2 lam cdi thién ddng ké chic ndng td bao beta, dann gid qua mot 56 c4c déu &n, bao gdm chi 56 HOMA-G
{Homeostasis Model Assessment-B), I 58 proinsulinfinsulin, va danh gia dap Ung cla 18 bao beta 1 xét nghiem
dung nap biia &n véil mau mau [@y thutng xuyén

Trong cac nghién cuu giai doan I, higu Iuc gidm duting huyst khong tang thém kil ding sitagliptin 50 mg ngay 2 1n
50 v0i liéu 100 mg ngay 1 1&n.

Mt nghién cifu ngdu nhién, déi chiing placebo, mu dai, mi dang thudc, nghién cdu bit chéo 4 giai doan & cac dai
tuging ngui 1dn khoe manh da danh gia cac tae dung 1n ndng dé huyét fuong sau bia 2n eia GLP-1 toan phén va
GLP-1 thé hoat ddng, edng nhy ndng 4o glucose sau khi ubng sitagliptin k&t Rap véi metformin so véi sau khi ubng
sitagliptin dan dfc, metformin dan déc. hodc placebo trong 2 ngay. Su gia tAng néng d9 trung binh ciia GLE-1 thé
hoat déng do 4 gid sau bila &n da tang gan 2 lan sau khi ding hode sitagliptin don dbc hoSe metformin don dac, so
vl placebo. Tac dung I&n néng dé GLP-1 thé hoat déng sau khi dung sitagliptin cing metfarmin da tang céing luc,
vdi ndng db GLP-1 thé hoat ddng tang xdp x1 4 14n so vél ding placebo. Sitagliptin don 11 ligu chl 1am 14ng néng dé
GLP-1 thé hoat déng, phan &nh s (c ché DPP-4, irong khi dd metfarmin don dée lam tang néng dé GLP-1 toan
phin va thé hoat déng & mic 04 nhunhau. Cac dif éu nay phis hgp vai nhing co ché khae nhau vé sy gia tang néng
a6 GLP-1 thé hoal dbng, K&t qud tir nghién cliu nay ciing chiing minh sitagliptin, chir khdng phai metformin, lam tang
néng @6 GIP thé hoat déng.



hitpSHAUNGLAMIRUO G @M s e o oo s
hodc by ha dusng huyat, ddniy goi i cac tac ding kich thich it insulin va tc ché glucagon cla thudic nay hoan
toan phu thude ua:;'tgmcosg
Tac dyng Ién h ap i
Trong nguhién cL‘rfngéu nhién, déi chdng placebo, nhidm bét chéo & banh nhén tAng huyét ap dang ding mit hadc
nhidy thudc irj 13ng huyét 4p (bao ghm cac thubc Uo ché men chuyEn angiotensin, thudc déi knang angiotensin-il,
(ic ché kénh canxi, chen beta va lof H8u), sitagliptin ding chung véi cac thudc nay thuding dung nap tat. O cac bénh
nhan nay, sitagliptin co tac dung giam huyét @p vita phal; sitagliptin 1éu 100 mo/ngay lam gidm mie huyst ap tm
thu trung binh da di déng sudt 24 git dén gén 2 mmHg. khi so vdi placebo. Tae dung gidm huydt ap nay khang xdy
ra & ddi tugng o huyét ap binh thudng.
Bign tim
Trong mot nghién ciu nglu nhign, déi ching placebe, nham bat chéo iréin 79 44i tudng khde manh dung mat fidu don
sitaghiptin 100 mg, sitaghiptin 8D0 mg (8 4n lifu khuydn caa), va plasebe, O lidu khuyén cao 100 mg, khing xdy ra tac
dong trén khoing QTe khi thudc dat néng df dinh trang huyet tyong, hodc vao bit ky thai didm khic nhau rang nghién
cifu. Sau khi ding lidu 800 mg, mdc d8 tang t5i da v& su thay dbi trung binh khodng OTc hisu chinh theo placebo so
w6l muc ban ddu sau 3 giy udng thuc 14 8,0 mili gidy. Sy gia ting nhd nay khéng diiic xem [a coy nghia lam sang. &
liéu BOO mg, néng 66 dinh cua sitagliptin huyét tudng cae hon gén 11 n so vl nbng d8 eda iéu 100 mg. & bénh nhan
dai thao duding typ 2 dung sitagliptin 100 mg (N=&1) hode sitagliptin 200 mg (N=63} mdi ngay, khoang OTc thay ddi
khéing c6 y nghia dya theo dif iéu ECG tai thél didm dat néng dé dinh thuing gap trang huyét tuong,

Duge déng hoc cha sitagliptin duge nghidn clu sau réng & adi tugng khde manh va & bénh nhan d4l thas dubng tip
2. 0 ddi wong khie manh uting dung 1 lidu 100 mg, sitagliptin dugc hip hu nhanh chéng dat néng da dinh frong
huy#t tucng (trung vi T__) sau 1-4 gidf sau khi ung thudic. AUC clia sitagliptin trong huyét tilang gia 13ng tuong dng
thea liéu dong. O ngudi tinh nguyén khde manh khi udng 1 liéu don 100 mg, AUC trung binh cla sifagliptin trong
huyet tuang la 8,52 uMigid, C, & 850 nM, va thii gian ban thai do duge (1, _} 12 12,4 gio. AUG cia sitagliptin huyét
tuang tang x&p xi 14% sau khi ding cac lidu 100 mg & trang thii bén ving so vdi liéu diu tign. Ha s6 tudng guan vé
AUC cia sitagliptin & ting d6i tgng va gilfa cac 66 wong déu nhd (5,8% so vdi 15.1%). Dude dgng hoc clia
sitagliptin ni chung déu gidng nhau 4 46i tudng khibe manh va & bénh nhén dai théo duding typ 2.

Hip thu

Sinh kha dyng tuyét d6i cla sitaghptin khedng 87%. Do udng thude trong bita &n co nhiéu chit béo khdng &nh hudng
dén duge dong dugc hoo cla sitagliptin ding ciing lic; ndn c6 thé ding sitagliptin cing hodic khéing cing vai thae
an (b no hofic lic dél).

Phén phai

Thi tich phan phdi trung binh & trang théi bén vimg sau khi diing 1 i don sitagliptin 100 mg dugng tinh mach & dai
igng khde manh I khodng 198 Iit. Ty 18 sitagliptin gan k&t thuan nghich vdi cac profein huyEt luong thap (38%).
Chuyén héa

Sitagliptin duge dao thai chi yéu frong nudc tidu & dang khang thay ddi va mat phén nhd qua dudng chuyén hoa.
Gén 79% sitagliptin dugc thai rong nudc tiu & dang khang thay d8i

Sau khi udng 1 liéu sitagliptin cé danh déu [*C), khong 16% chét cé tinh phang xa 1& cac chat chuyén héa cla
sitagliptin. Sau chat chuyén héa nay duge phat hign & ndng 49 vét va dugc cho 1a khang lién quan dén hoat tink e
ché DPP-4 huy&t tuong cla sitagliptin, Nhing nghién ciiu in vitro d ching minh enzyme chii y#u chiu trach nhigm
cho su chuyén hda han ché cia sitagliptin 13 CYP3A4, vai sy gop phén clha CYP2CH.

Thai trir

Sau khi cac ddi tugng khée manh udng 1 léu sitagliptin [“C], khoang 100% chal ¢ tinh phéng xa duge 1hal trong
phan (13%) hode nute tidu (87%) frong 1 tulin ding thudc. Thei gian ban thai do dugc sau khi uding 1 li8u sitagliptin
100 mg thi xdp xi 12,4 gid va suf thanh thai qua than khodng 350 mLiphat. Sitagliptin duge dao thai chd y&u qua than
vai s bai tit chd dgng gua dng than. Sitagliptin 12 1 chiét nén a6i vdi cht chuyén chd anion hilu ca 3 4 nguai (human
organic anion transparter-3: NOAT-3), vén 1a chél cé thé tham gia vao sy 1hai ri sitagliptin qua than, vin chua xéac
dinh ducc su lién guan |am sang cua hOAT-3 trong sy van chuyén sitagliplin. Sitagliptin cing la chdt nén cda
p-glycoprotein, ma chat nay ciing c6 thé tham gla vao qua IFinh dao thai sitaglipfin qua than. Tuy nhién, cyclosporin,
mét chél dc end p-glycoprotein khéng lam gidm su thanh thai sitagliptin qua than,

Cdc djc tinh & bénh nhan

Suy thin: Mt nghién cdu mé liéu don, dupe tién hanh d& danh gia duge dang hoc clla sitagliptin {liéu 50 mg) § cac
bénh nhan suy than man tinh voi cac mifc df khac nhau so vai nham ching khde manh binh thuéing. Mghign cdu nay
gim cac bénh nhan suy than nhe, trung binh va nang, cdng nhu cac bénh nhan bi banh than gial doan cudi dang
duge thdm phan mau. Ngoai ra, anh hudng cda suy thén trén dupc dong hoo clia sitagliptin & benh nhan bi dai thao
dudng typ 2 va suy than nhe. trung binh hodc nang (bao gdm cé bgnh than giai Goan cudi) 43 duge dénh gis bliing
céc phan tich dugc déng hoc theo dan =6,

So vai nhom ddi chiing khie manh binh thudng, AUG clia sitagliptin trong huyst tudng da téng khodng 1.2 13n va 1.6
1£n & b&nh nhan suy thin nhe (eGFRA = 60 mLphit' 73 m* dén < 90 mU/phit'1,73 m?) va bénh nhan suy thin trung
binh (eGFR = 45 mL/phay1,73 m® dé&n < 60 mLiphit'1,73 m?), theo thil ty tugng tng. Do sur gia tng nay khong lign
quan dén 1am sang nén khong cén digu chinh liéu lugng & nhing bénh nhan nay. AUC cia sitaghptin trong huy§t
tiigng da tang khodng 2 |an & bénh nhan suy thén trung binh (8GFR = 30 mLphat'1,73 m’ dén < 45 mLiphov1, 73
m*), v tAng khodng 4 i&n & bénh nhén suy than ndng (eGFA < 30 mL/phat'1,73 m?), bao gém b&nh nhan o bénh
than giai doan cudi dang dugc thim phan mau. Sitagliptin duee loai bé vita phai qua thdm phan mau (13.5% sau 3-4
gits indm phan mau, b&t d4u thém phan sau kni udng thude dugc 4 gié). B4 dat ndng d6 sitagliptin frong huyst iong
tueng tif nfu & bénh nhan co chiic néng thgn binh thudng, nén ding lidu thdp han & bénh nhan co eGFR < 45
mL/phit1,73 m, (xem LIEU DUNG, CACH DUNG, Bénh nhdn suy than).

Suy gan: O bénh nhan suy gan trung binh (diém s6 Child-Pugh 7-9), gid fri trung binh AUC va C_ cllia sitagliptin
tang, lan lugt, khodng 21% va 13%, so vdi nhim chiing fueng tng khde manh sau khi dong 1 liéu don sitagliptin 100
mg. Céc khac bt nay dugc xem khéng co y nghia 1am sang. Khang cén digu chinh liéu sitagliptin déi vdi bénh nhan
suy gan nhe hodc trung binh. Khéng cb kinh nghiém |am sang & bénh nhan bi suy gan néng (diém s Child-Pugh >
2). Tuy nhién, vi sitagliptin ehi yéu duoe dac thii qua than, nén thea du do&n suy gan nang khong tc dong 18n duge
déng hoc cla sitagliptin,

Ngudi cao tudi: Khong cdn didu chinh by theo tudi. Tudi téc khing géy tc ding co ¥ nghia Iam sing 18n dudc ddng
e cla sitagiiptin dua theo 1 phan tich duge déng hoc theo dan s6 tir ol ligu giai doan | va gial doan Il B6i Wigng
ngudi cao wdi (85-80 tudi) o ndng d4 sitagliptin huyét fudng cac hon 19% so vl d6i tuang tré wdi hon.

Tré em: Dugc ddng hoc cla sitagliptin (i8u don 50 mg, 100 mg hodc 200 mg) da dugc nghign ciu & banh nhan
em (i 10-17 m&i} bi bénh dal thao dusng typ 2. O nhém bénh nhan nay, dién tich dugi dugng cong (ALC) didu chinh
liéu ciia sitagliptin trong huyét ldng thidp hon khoding 18% so vdi bénh nhan ngudi idn bi banh dai thao dudng typ 2
wii lidu 100 mg. Bifu nay khéng duge xem 14 sy khac biét cd ¥ nghia 1m sang dya trén mdi quan hé dugc déng hoc!
duce lyc hee (PK/PD) déng nhit gifa F&u 50 mg va 100 mig & nguei dn.,

Chua tién hanh nghién ciu vdi sitagliptin & bénh nhan wé em < 10 fudi,

Gidi tinh: Khéng cén didu chinh lidu theo gidi tinh. Gidi tinh khang giy tac déng ca ¥ nghia [&m sang 18n dugc déng
hoe ciia sitagliptin dya theo mét phan tich t8ng hop 1 cac d3 lidu dige ddng hae giai doan | va theo mat phén tich
dutde ding hoc dan =6 tir dil liéu [am sang gial doan | va giai doan Il

Chiing te: Khang cin didu chinh theo ching e, Ching tae khang gay tac déing cd § nghia lam sang 18n duge déng
hoc cla sitagliptin dya thao mét phan tich 1éng hop 1 cac di lidu duge dang hoc giai doan | v theo mét phan tich
dulde ding hoe dén 88 i di lidu lam sang giai doan | va giai doan I, bao gém cac d8i wigng ngudt da tréng, TAy Ban
Nha, da den, da vang Chau A v& cac nhdm ching 166 Khac,

Chl 58 khél o thE (BMI): Khéng cén chinh i8u theo BMI. Chi sd khédi oo thé khang gay tac ddng co y nghfa lam
sang lin duge ddng hoe cla silagliptin dua theo mét phan tich tdng hap t cée di li8u dude ddng hac gial doan | vA
theo mat phén tich dudc déng hoc dan &6 tir dd lidu [am sang giai doan | va giai doan 1.
Bai théo duéng typ 2: Dugc e hoc cla sitaghiptin d bénh nivan dai thaa dusng typ 2 thuting tidng ty nhu 4 48 widng
khde mankh.

i HGHIEM LAM SANG _ 4
\'Iﬂélt?rlfgwh%ﬁmliptm'dﬁ cai thign sy kiém soat duang huy&t khi duge §C| dyng d_uél dang dean ir I.a_u hloﬁ;‘ﬂ:‘:ﬁ:}
phdi hgp (xem Béng 2). Hai nghién ciiu da dudc tién hanh @& danh gia higu qua va g@ a:ét_oép cuaa a:na'f&lpé ot
Jiéu, Biéu tr| bling sitagliptin liSu 100 mg, 1 lanmgay dudi dang don irj ligu da dem lai sy i thign 4 ['} n_av touls
glucase huyst iwang e 4ol (FPG) va glucose 2 0id sau biia dn (2 gid PRG) so vdi gid dugc n;nq gl ‘uh_n c A
nghién U trang thai gian 18 tuén va mét nghién ol trong thal gian 24 twdn. Ba guan sal thay Su‘cfl ién clm”n_
iau thay thi vé chife n&ng 1€ bao beta, bao gém HOMA-B (Banh gia m hinh hAng dinh ndi mai-p). b; 2 Ll
sulin vA céc danh gid vé dép ting ciia t€ bao beta 1l thi nghiém dung nap bda an duge 18y méA_J_‘h}; ng Xy 'é vn
ha duang huyét duge quan sal thidy & nhiing bénh nhan digu tr| bng sitagliptin tang nhu v gi maamh'rnh tr\;l'é g
khdng tang so vdi ban déu khi didu tri bang sitagliptin trong ca hai nghién cuu, so véi mic gidm nhe & benh nhan
ding gia duac, . T P 5 o : 2 b ohe

i tudn, lidu phap bé sung sitagliptin 100 mg, 1 ldn/ngay da dem lal sy cdi thign dang ke va cac
Hg:g? gdng:;ngcr?:y?khi 50 \.'e; Ziﬁ l;u'a:fc. mgt n';Er?Sén ciiu phii hep vdii metformin v mot nghien cou phdi hip ud_-
pioglitazone. Thay d6i so vdi ban déu v& thé trong & nhiding bénh nhan didu trj bing sitagliptin |a tuang 1 lfhl 50 vii
gid duge. Trong cac nghién cuu nay, bao cao v cac truting hop ha duiing huyét 1a tuang b & ¢a hai nham béanh nhén
i itagliptin hodc gia duge. E : ; Sae
:':2: :ér:i:gc?nl.lagélpchﬂng&vgi giéuﬁfrc_rc trong 24 tudn da duge thidt ké dé dann _gllé higu _qué va tinh an toan cia
sitagliptin (100 mg, 1 1an/ngéy) khi k& hop vai glimepiride don tri 6y hodc glimepiride phdi hop véi mn_a!iorm;m.émec
bé sung sitagliptin vao glimepiride dan tri lidu hofic glimepinde va metformin da dem lai sy cai thién dang ké vé cac
théng 58 duting huyét. Nhing bénh nhan it tr| bing sitagliptin ¢ thé trong tang vira phal so vai nhing benh nhén
ding gia duge. ’ S ) I
Mat nahign cliu dal ching voi gid duoc trong 26 tudin 48 dugc thidt ke dé dann gla higu qua va tinh an toan cda
snégli;galln (100 mg, 1 T;Engéy: dude theém vao tr| igu phéi hop qﬂla piaglitazone va ?e?mln&:wc t;daaxg
sitagliptin vae trj iéu phdi nop ploglitazona va metformin da dem lai sy céi thign dang ké vé cac thng s-g ﬂmg
huy&1. Thay @61 vé thé trang €0 vai ban déu Ia wong ty nhau & nhiing banh nhan dicu tr bang sitaghiptin va gi ;
T§ I& ha dudng huyét cling tuong Ly nhau & nhiing bgnh nhan diéu tri béing sitagliptin va gia dudc, ;
Mot nghién cdu adi ching véi gid dugc trong 24 fudin da dudc thidt k& @& danh gia higu qué v; tinh an toan cla
sitagliptin (100 mg. 1 &n/ingay) dugc thém van gu phap insulin [@ liéu n dinh trong it nh&t 10 tusin} ¢ hca;: kh:ng
6 metformin (it nhét 1a 1.500 mg). O nhang bénh nhén ding insulin hén hop. I_Léu trung binh hang ng&g 1a70.9 .u:
vi (Ungay. G nhing bénh nhan diing insufin khang trén s8n (l&c dung trung I:unh_f tae dyng keo dal), g “:trunu bin
hang ngay 1 44,3 Uingay. Viéc b sung sitagliptin vaa liéu phap insulin da dem Iz ur cél thign dang & cac thang
55 dudng huyét, Khong c6 thay ddi oo ¥ nghla 50 wdi ban déu vé |h§ trong & ca hai nhém. s .
Trong mét nghién ciu vé diéu tri ban ddu déi ching vdi gid dugc keo dai 24 tudin, sitagliptin 50 mg, - nmgbg;p 51
hop véi metfarmin (500 mg hoac 1.000 mg, 2 14ningay) da dem lai sy céi thign ddng ke wvé cac thang sd duling 'uya-
20 vai dan tri lidu, Viee gidm thé trong khi ding phéi hop sitagliptin voi metiormin tuang 1 nhu _ﬁ! quan 5at thily \:rll
matfarmin don dée hodc gia dugc; khong co thay ﬁt;:i <o vdi ban déu & nhiing bénh nhan dung sitagliptin den dge. Ty
18 ha dubng huyét tugng ty nhau gida cac nhom dieu tr. ; S o .
Bang 2, Kégt uﬁ; vé Hbgic trong géc nohién ciu don tr liéu va digu tr phdl hgp 48 ching véi gia dude

[ | Thay déi trung
binh
R "," US| 8 HbATC so véi
HbAlc trung binh gk
| Nghién cuu binh b&lan dédu vé Hb:ic so vdi diddc (%)t
%) - ’H’(:a}r (Khoang tin cay
(G}
| | 953L)
| Céc nghién ciiu ddn tr ligu
| Sitagliptin 100 myg, 1 | 8.0 | -0.8 -0,6%
| 14ningays (-0.8,-0.4)
;_L 3) 12
| Sitagliptin 100 mg, 1| 8,0 |-0.8 -0.8§
| ln/ngay”® (-1,0, -0,8)
| (N=228)
Cdc nghién ctu diéu tri phdihgp e
Sitagliptin 100 mg, 1 | 8,0 |-0,7 | 0.7t
|dn/ngay thém vao | (-0.8, -0,5)
ligu phap metformin | |
dang dung” | |
(N=453) |
Sitagliptin 100 myg, 1 | .1 | -0.8 -0,72
ldn/ngay thém vao | {-0.9, -0.5)
ligu phap |
pioglitazone  dang |
| ding
[iM=163) = | | P
| Sitagliptin 100 mg, 1 | 8.4 -0,3 0,61
| l&n/ngay thém vao | -0,8,-0.3)
lidgu phap
| glimepiride  dang ‘
dong!
02) :
| Sitagliptin 100 mg, 1 | 8,3 T -0.6 -0,9%
lin/ngay thém vio | (1,1, -0.7)
| ligu phéap |
glimepirida *
metformin dang |
ding"
L(N=115) I |

iSI‘ainutIn 190 mg, 1 8.8 [-1.2 !-0.7:
l&n/ngay thém vao | 1{-1.0:-0,5)
ligu phép
pioglitazone +
mettormin dang
ding® |
[ (N=152) i i
Tri ligu ban dau (2| 8.8 -1.4 -1.63

1&ni ngay)': (-1.8,-1,3)
Sitagliprin 50 mg +
metformin 500 mg

| N=183) | L
Tri ligu ban ddu (2 | 8.8 -1,8 213

&ningay)" | {-2.3,-1,8)
Sitagliptin 50 mg +
metformin 1000mg
L (N=178) ! =
Sitagliptin 100 mg, 1 | 8,7 -0.8
lin/ ngay thém vao
lidu phap Insulin
dang ding (+-
metformin}"
(M=308]

0,61,
(0.7, -0.4)

* Tat cé bénh nhén & nhim dan 56 duge didu tri (phan tich theo v djnh didu ),
1 Gia tri frung binh bink phucng 16 thiu duge diéu chinh theo tinh frang didu tri chéng tang dusng huyét irude d6 va
gia 1| ban dau.
£ p < 0.001 50 vai gia dugc hoac gia duge + diéu trf phéi hdp.
§ HbA e (%) & tulin 1l 18 11 HoA 1o (%) & tudn thi 24,
# HbA%c {%) 8 tuin thit 26.
% Gid trf trung binh binh phudng 161 hidu dude didu chinh theo su sif dung metformin & lan tham kham tha 1 (co/
khang), thea su st dyng insulln & ldn tharm khém thu 1 (insulin trén sn so vol khéng trdn sén [idc dung frung binh
hqa_c rac‘ﬂung keo dail} va gla tri ban dau. Bidu bri theo phin ting (sl dyng matiormin va insulin) tudng tac ka khing
ca y nghia (g =0,10).
M3t nghién ciu dai chiing vdl hoat chit (metformin) trang 24 1udn da duce thigt k& dé ddnh gia higéu qua va tinh an
toan cia sitagliptin 1Q0 ma, 1 1&ningay (N=528) so véi metiormin (N=522) & nhiing bgnh nhén co duding huyét khéng
dugc kidm soat ddy i bang ché db &n va 13p luyén va nhifng bénh nhin khéng duoc didu tr chéng tang dubng huyst
(kning didu tri it nhat trong 4 thang). Liu trung binh cda metformin 1a khodng 1.900 mg/ingay. Sy gidm HbA1c so
wali glé tn ban 84l trung binh 7.2% 14 -0.43% 08 voi sitagliptin véa -0.57% o4l vai metformin (Phdn fich theo dé
cuong). Ty 16 chung vé cac phin (ng bt loi vé tiéu hoa duge xem 1 €6 lién quan dén thuse & nhing bénh nhan digw
Ir| bang zitagliptin [a 2,77% so vl 12,6% & bénh nhan didu tr bang metormin. T§ 1 ha dung huyél khang khac biit
0y nghia gita cac nhom didu i (sitagliptin 1,3%; metformin 1,9%). Thé trong pidm so vdi ban du & cé hai nhém
didlu tr] (sitaghiptin -0.6 kg: metfarmin -1.9 kg).
Trang mat nghign efu so sanh hidu qué va tinh an lodn cla vide b8 sung sitagliptin 100 mg, 1 ln/ngay hode glipizide
{mét sulphonylurea) & nhing b&nh nhan c6 dudng hiuyst khang dude kidm sot day di bing metformin don trj 38u,
sitagliptin Wwong tu by glipizide trong vige lam gidm HbA1e, Lidu glipizide trung binh duoe st dyng & nhem an'ng
1r||.!iic 50 5ann 1 10 ma/ngay vdi khodng 40%: bénh nhén cln lifu glipizide < 5 mgingay trong sudt nghién cdu. Tuy
nhign, 53 binh nhan ngung 1ri liéu do thiéu hidu qua & nhém ding sitagliptin nhidu han so véi nhem ding glipizide.
B4 quan sat thdy su gidm trung binh dang k& v& thé trong so véi ban déu & nhing bénh nhan didu tri bang sitagliptin
50 vdi mic tang can dang ké & nhing bénh nhan ding glipizide {-1.5 so wdi +1,1 kg). Trong nohién ciu nay, 1y 14
proinsulin/insulin, mot eni 54 vé higu qua cla sy ting hop va phéng thich insulin, da dude cai thign vai diéu tri bing
sitagliptin va suy gifim vol didu tri biing glipizide. T4 1 ha dudng huyét & nhom diing sitagliptin (4.9%) thép hon o ¥
nghia sa vai nndnld ung glipizide {32.0%).
WMot nghién cUu dai chiing vei gid dugc trong 24 tudn bac gém BE0 bianh nhan d4 duice thigt ké ¢ dénh gia higu gua
gidm iy insulin va 08 an toan cla sitagliptin (100 mg, 1 An/ngay) khi them vao tri I8y vél insulin glargine ¢6 hoac
khong co ma!forn_'un (it nhat la 1.500 mg) frong khi t8ng cubng didy 1 piing insulin, HbA1e ban ddu 1 8,74% va lidy
Insulin ban 4w 13 37 ddn vi quc 18 (IU)naay. Cac bénh nhan dige hutng dén chufn dd lidu Insuiin glargine dya
Irén gig irj glucose hic d6i ciia mau Iy 1 ddu ngon tay. © twin thi 24, 0 insulin tang hang ngay |4 18 IWngay 4
nhing banh nhén duoc didu tr bing sitagliptin va 24 IUingay & nhiing bénh nhan duge digu tri bing gia duge. Mic
gidm Hb&_ﬂ; & nhilng bénh nhén dugdc didu tn bang sitagliptin va insulin (c6 hodc kmﬁq o metformin) & -1,31% sa
vl -0._3?% c_nha_ng bénh nhan duge diéu tri bing gid duge va Insulin (£6 hoge khong o matforming, su khé.c bigt ka
-0,45% |khodng tin cly 85%: -0,60, 0,20]. T4 |& ha duting huy&t 13 25,2% & nhang bénh nhan diéu ir) bing sitagliptin
:a insulin (¢6 hofc khéng eo mle_ﬂarrrlinJ va 36.8% d nhiing bénh nhan didu tri biing gia duge va insulin {cd hodic
hon_g £0 metformin), Sy khée bigt chd y&u 12 do 1 & bénh nhan & nhém diing gid ducc da b| 3 dgt ha dusng huyst
thf“ab{enr; hw:n:?; 94 :ahuui 19|._1=x, 3y, Péhﬁng o4 s kiiac bigt vé 1 18 ha dubng huyét nang,
i 50 sanh sitagliptin iGu 25 hodc 50 mg, 1 1dn/ngay vdi glipizide liéu 2,5 dén'20
h_-é: a Qne‘ng bBénh rhan suy than 1rtrung binh dén nang, Ngr?lé{: cuugn:y bao gdm 423 nenh?ﬂﬁhﬁﬁ?ﬁ ﬂﬁ
t-cl:?élf.. 6 loc CEI.JB cAu than uds tinh < 50 mliphdt). Sau 54 win, mic gidm trung binh cia HoAle so vdi ban diu la
~0,76% voi sn‘lag._mnnlvé_ -0 B4% ol glipizide (Phan tich theo dé cuang) Trang nghi@n cdu nay, hd sd vé higu qud va
46 an toan cia sitagliptin lidu 25 hogic 50 mg, 1 I&n/ngay nhin chung tifong ty nhu da quan sat thdy trong cac nghién
cifu d_on tri I _khac & nhina bénh nhan cé chic nang than binh thudng. Ty 6 ha duing huyét & nham din
sltagliptin (6,2%) thap hon 26 § nghfa so véi nhom diing glipizide (17,0%), Ging co sl khac biét dang ki giga ag
nnam vé sy thay ddi thé trong o vai ban dau (sitagliptin -0.6 kg; glipizide +1.2 kg). i
M@t nghién cdu khé_c £0 sanh sitagliptin liu 28 mg, 1 14nngay véi glipizide ligu 2.5 dn 20 mgingay da duge thyc
Nign & 128 bénh nhan bi bénh thiin gial doan cusi {ESRD) dang dugk tham phan. Sau 54 tuén, mic gidm trung binh
cla I:inM C 50 Vo ba_an LTI :p.?z% vai sitagliptin va -0,87% véi glipizide, Trong nghién ciu nay, hd so vé hiéy qué
\&;Ell;”aﬂné;u:::u; s:aﬂ&lllplr]: I:.euhzas mg, ;Eﬁmgé’ nhin chung tudng ty nhu 84 quan sat thiy tro'r\g CAc nghién edu
x G 0 nhing benh nhan o chde néng than Binh thud ¥ & i
1g_iBa :ar:;hﬁm ST et ;1 0.;%5. thuing. T 1§ ha duéng huydt khéng khac bigt dang ké
rong mot nahien ciu khac bao gim &1 benh nhan bi dai thaa durling typ 2 vA suy than man tinh (43 th i
c;elﬁilnlr\ < 5n ml.'ph'ul]. d0 an toan va kha nang dung nap cla i liu bing sitagliptin gy 25 h:ac 50 'L; 1 ::m;nai:
;un %ugé;nlwn_g W g vl 918 duge. Ngodi ra, sau 12 tudn, mic giam frung binh cilia HbA1c {sitagliptin ’-0.59%- gia
ca:cngh._ran-GL:aﬂI;:?I(;etaghp_nn -25.5 mp/al; gi& quic_-G.Olmg-'m] nhin chung fuong t nhu da quan st thdy t;omg
S 1hligu khde & nhing bénh nhén &6 chic nang than binh thuiing (xem phdn BAC TiNH Dugc
TECOS la mot nghign ciu ngfu nhign & 14 871 bénh nhén frong nham dan s6 o6 ¥ dinh dibu tr ca H 2 =
Ivn‘. bgnn;m mach a3 xac dinh, Flupc dung sitagliptin {7.332 bénh nhan) 100 mg:.gay (hodg 5|{1 mgfn‘;?;-;gfécﬂ:;
I'\?_C GUd C2U than Udc finh (eGFA) ban du = 30 va < 50 miiphit 73 m*) hoac gia duge (7.339 bénh nh&n) duge thém
vao didu tri théing thuing vai muc tiéu lidu chudn theo ving dél vai HoAie va cac yéu 5 nguy co fim m chQNhB
:e[}nun4r:]n;nnco ::13FF; = 32 mUphaYs 73 m? khing duge dua vao nghitn e 5 B
L #NNnhan 275 (udi va 3.324 bénh nhan suy than [8GFR = 60 miiphiiti1 7 ! i ien ¢l
3lf khac biét trung binh ude tinh (48 1@ch chulin, 5D) téng th vé HhAicDg ifia, }m?jﬁ’a:;?i?agﬁfﬁ'ﬂ "‘31"-'“‘?"“'
g@ dugg IE_thggnu-Lu.mJ. khoégg tin c&y (GI) 95% (-0,32, -0,27); p < 0,001. s
=4 ENtehinh va tim mach 1 tng hop cla su xuft hidn d4u tidn v& 1 vong do lim mach. nhdi i (s
;Er:‘udﬁi;‘u‘vﬂlghﬁ?g {4 vong, hage nhap vién do dau thét ngue khong dn dh. Tidw ch?m&rﬁ:ﬂ:;"mfﬁ;g t';gr]guoi:
Al t?én Lr i an wé 1l veng do tim mach, nhéi rnau a1 lim khéng tlf veng, hodc @it quy Khong W vang; sy xudt
By 4 . Sats )1 sl omg i 5 i .90 0 iy i v v do
¥ . Sa &a dol Irung bink 3 nam, sitagliptin, khi duge tham vag tri lie
kndng lam 18ng nguy co mée che bifn of im S iy hBng thuting, da
:;_;n‘.!ng rr‘__a_ knang ding sitagliptin & bénh nhﬂh::fnn:::?}ﬁr:;a;:g;f;;;I:‘J?p D SO Ahoog
819 3. 7§ 18 vé 18ng hop cac t4e dong tran tim mach va cac 1ac dong than ché ihd éép

IShagliptin100mg [Gidduge  [Tys6 Gidtript
N(w) |TPle N{%) |TiIE  nguycd
maci100 | mdc/100  (Khodng |
bénh bénh tin cay
nhan- | mhén- | 95%)
. ndm' | | mém’ |
Phén tich & nhom dan &8 cé § dinh didu trj & SOl
58 bénh nhén 7.332 | 339
Tiéu chi téng hop | | |
chinh | |
(Tl ﬂwl:‘%. cloa m: 0.98 |
mach, nhll mau o
fim &héng td vong, g 41 E1Si 42 {-F::] =900
d01 iy, khéng. b 11.4) (11,6 . ‘
vong, ho#c nhip
vién do dau thén |
ngyic khdng 8n dinh | 1l | |
Tigu chi t8ng hop | | i
phy (T v;ng do tim | | oo |
mach, nhii mau cd 745 T48 |
fim ®héng 10 vong, | (10.2) A (10,2} | =5 | ff?g]* R
hofic di1 quy khdng ‘
| 1 vong) | | L s 1 =)
Tac déng thi cip e ]
Ti vong do tim [ T |
mach | 380 (5.2) 157, | 366 (50)| 17 | [ 0,711 |
I Tét o céc trudng i i 1|
hop nNBIMAUED. | 3o gy | 14 lateiag)| 15 ‘ 0,487
tim (10 vong va |
shéngtiivong) | =l =
| T4t ea trudng hop |
datquy (tvongva | 178 ({24) | 08 [183{2.5) 0.9 0.760
khéngtlvong) | !
Mhép vién do dau
thét ngife khdng &n | 118 (1,6) | o5 (12918 08 0418
] Be S
T vong do mol
nguyén nhan 547 (7.5) | 25 537 ({7,3) 25 0,875
Nhap vién do suy |
L‘im: | 228 (3.1) : 1.1 229 (3.1) 1 | ‘ 0,983 ‘

* Ty & m&c 100 bénh nhan-nam dugc tinh 13 100 * (tng 56 bénh nhan cé = 1 bién cd trong théi gian si dyng trén
t8ng 54 banh nhan-ndm theo dii),

1 Dua trén md hinh Cox phan tng theo ving. B8 vl cac tidu chi téng hap, gid 1) p Wdng dng vai mit thil nghigm
khéng thap kém hdr dé cha thay rang t 6 nguy cd duds 1,3. D5 wdi tat ca cac tigu chi khac, gid tri p tudng (ng véi
Mgt thi nghigm su khae bigt vé 1§ 6 nguy co,

4 Phan tich nhéap vién do suy tim d& duge diéu chinh theo tién si suy tim ke ban 4u.

OUY CACH BONG B0 Hop 4 vi x 7 vién / Hop & vi x 10 vin, vi Alu-Alu, kém t3 huéng din si dyng thuc,
“E DANG: 36 thang (xé tir ngay s&n xudt),

BAD O Nai khé mat, nhigt dé dudi 30°C, tranh anh sang.

TIEU CHUAN: Nha sdn xudt.
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