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1.

HUONG DAN SU DUNG THUOC
& SAXAGLYZ 2,5

Dé xa tim tay tré em.
Poc ki hudng din si dung trude khi ding.
Thudc nay chi diing theo don thuébc.

THANH PHAN CONG THUC THUOC:

Thanh phin hoat chit: SAXAZIPUD ........co.ooveiviriiiiineiscies s 2,5 mg

(Dudi dang Saxagliptin hydroclorid dihydrat)

Thanh ph&n td dwge: Lactose monohydrat, microcrystallin cellulose M102, croscarmelose natri,
magnesi stearat, polyvinyl alcohol, polyethylen glycol 4000, bot talc, titan dioxyd, mau sit vang
OXY coso srearasersnrnsmonsssonsmosserasmsmnenssssensgsssnsasssssesnsnsnssasassssnspessenssne s st ASKISAISHS O RS0 mRI SRS vira du 1 vién

2,

DANG BAO CHE:

Vién nén bao phim.

Vién nén tron bao phim mau vang.

CHI PINH:

Saxagliptin diéu tri bb sung cho ché d¢ &n phil hop va van dong nhim cai thién kiém sodt duong

huyét & bénh nhén truéng thanh dai thao duong typ 2.

e Don trj lidu khi diéu tri v6i metformin khong pht hgp do khong dung nap hoic chong chi dinh.

o Phbi hop véi cc san phdm thube diéu trj dai thio dudng khéc, bao gdm insulin, khi nhiing
thuoc d6 khong cung cap day du kha nang kiém soét duong huyét.

CACH DUNG, LIEU DUNG:

Cdch diung:

Puong ding: dudng udng.

C6 thé ubng thudc vao bit ky lic nao trong ngay, trong hodc ngoai bita dn. Khong duge bé hodc

cat vién thuoe.

Néu quén uéng thude, ubng ngay sau khi nhé. Khong duoc udng gip doi liéu trong cting ngay.

* Liéu ding:

Neuoi trudng thanh:

Liéu khuyén céo cia saxagliptin 12 5 mg X 1 1an/ ngay. Khi sir dung saxagliptin phéi hop voi
insulin hodc mdt thude sulphonylure, can sir dung liéu thap insulin hodc sulphonylure dé han
ché nguy co ha duong huyét.

Hiéu qua va an toan cua saxagliptin khi phdi hop véi metformin va mot thudc thiazolidinedione
chua duge thiét 14p.

Cac d6i twong dic biét:

Ngudi cao tudi (> 65 tudi)

Khéng khuyén cdo diéu chinh liéu chi theo do tudi.

Bénh nhén suy than:
Khong can chinh liéu cho bénh nhén suy than nhe hofic bénh nhén suy than trung binh c6
GFR > 45 ml/phut.
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Nén giam lidu xudng con 2,5 mg x 1 lan/ngay cho bénh nhan suy than trung binh ¢6 GFR
< 45ml/phut va bénh nhan suy thin ning.

Khéng khuyén cdo sir dung saxagliptin cho bénh nhén suy than & giai doan cudi (ESRD) cén
phai chay thén nhan tao.

Do liu cin han ché & mirc 2,5 mg/ngay dua trén chirc ning than, can dénh gi4 chirc ning than
trude khi bat dau diéu tri, sau d6 nén theo ddi chirc nang than dinh ky.

Bénh nhén suy gan:

Khong can diéu chinh liéu cho bénh nhan suy gan nhe hodc trung binh. Nén thén trong khi str
dung saxagliptin cho bénh nhan suy gan trung binh va khéng khuyén céo sir dung cho bénh nhén
suy gan nang.

Tré em

An toan va hiéu qua cta saxagliptin ¢ tré em dudi 18 tudi chua duoc thiét lap. Hién chua c6 dit
liéu.

CHONG CHI PINH:

Qué4 min v6i hoat chit hodc bit ky thanh phin ta dugc nao cta thude hojc ¢ tién sk phan tmg
qua méin nghiém trong véi bat ky chat irc ché dipeptidyl peptidase 4 (DPP4) nao nhu phan tmng
phan vé&, séc phan vé va phu mach.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

Téng qudt:

Khong nén st dung saxagliptin & nhiing bénh nhan dai thio dudng typ 1 hodc bénh nhén dai
thdao duong nhiém toan ceto-acid (ketoacidosis).

Saxagliptin khong phai 1a thubc thay thé insulin cho bénh nhéan cén ding insulin,

Viém tuy cip:

Sir dung céc chét trc ché DPP4 c¢6 lién quan dén nguy co bi viém tuy cép. Nén thong bdo cho
bénh nhén triéu chimg dic trung ciia viém tuy cip, dau bung ning, kéo dai. Néu cé nghi ngor bi
viém tuy, nén ngung str dung saxagliptin, néu xéc dinh viém tuy cAp, khong nén bat du str dung
saxagliptin. Nén than trong di v6i bénh nhén c6 tién st viém tuy.

Theo kinh nghiém khi saxagliptin Iwu hanh trén thi truomg, da c¢6 ghi nhén tu phat cac phan ‘g
ngoai ¥ viém tuy cAp.

Suy thin:

O bénh nhan c¢6 GFR < 45 ml/phit, liéu khuyén cdo 12 2,5 mg x 1 lan/ngay. Khong khuyén cdo
str dung saxagliptin cho bénh nhén suy thén & giai doan cudi (ESRD) cén phai chay than nhan
tao. Cin danh gia chirc ning than trude khi bt dau diéu tri véi saxagliptin, sau d6 nén theo doi
chirc nang thén dinh ky.

Suy gan:

Than trong khi str dung saxagliptin cho bénh nhén suy gan mirc trung binh va khong khuyén céo
str dung saxagliptin cho bénh nhén suy gan néng.

Sir dung v6i nhitng thubc giy ha duwong huyét:

Sulfonylure va insulin 1a nhimg thubc gdy ha duong huyét. Vi vdy, cin sir dung lidu thap
sulfonylure hodc insulin dé han ché nguy co ha dudng huyét khi str dung phéi hop véi
saxagliptin.
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Phin irng qud min:

Khéng duge st dung saxagliptin cho bénh nhén co6 tién str phan tmg qua man nghiém trong voéi
céc thube tre ché dipeptidyl peptidase 4 (DPP4).

Theo kinh nghiém sau khi luu hanh thudc trén thi trudng bao gbm cac bao cdo ty nguyén va thir
nghiém 1im sang, nhitng phan (mg ngoai y sau dd dugc ghi nhan & bénh nhén sir dung
saxagliptin: phan tmg qua man nghiém trong bao gdm phan img phan V&, sbc phan vé va phi
mach. Néu nghi ngd phan tng qua mén ning & saxagliptin, ngung saxagliptin, danh gia nhiing
nguyén nhan tiém 4n cua bién cb, va tim phuong phép diéu tri thay thé cho bénh nhén dai thao
dudng.

Réi loan vé da:

Di ¢6 céc bao cdo vé ton thuong loét da va hoai tir da & céac chi cta khi trong thir nghiém doc
tinh tién 14m sang. Khong ghi nhan ty 1€ tang céc tén thuong da trong thir nghiém 1dm sang. Da
¢6 béo cdo phat ban khi st dung nhém thude te ché DPP4 sau khi thube luu hanh trén th
trudong. Phat ban duge ghi nhén la phan img ngoai y khi sir dung saxagliptin. Vi thé, phu hop voéi
viéc cham séc bénh nhan déi thao duong hang ngay, nén theo doi cac rbi loan vé da nhu phdng
rop, loét va phat ban.

Pemphigoid bong nudc:

D3 c6 chc bao cdo vé Pemphigoid bong nuéc khi st dung nhom thude tre ché DPP4, bao gdm
saxagliptin. Trong cac trudong hop duge bao céo, bénh nhan thudng dap tmg véi diéu tri tc ché
mién dich tai chd hodc toan than va ngimg sir dung chit ttc ché DPP4. Néu bénh nhan bj nbi
mun nuée hodc 16 loét trong khi dung saxagliptin va nghi ngé ¢6 bong nuée pemphigoid, nén
ngimg sir dung va can nhic chuyén dén bac st da lidu dé duge chan dodn va diéu trj thich hop.
Suy tim:

Kinh nghiém trén bénh nhén suy tim do III-IV theo phéan loai NYHA con han ché. Trong nghién
ctru SAVOR, di ghi nhan ty 1& bénh nhan nhép vién do suy tim & bénh nhén sir dung saxagliptin
tang nhe so vai gia duge, méc di mdi quan hé nhin qua chua dugc xéc 1ap. Phén tich bo sung da
khong chi ra sy 4nh huéng khac biét gitta cac phin do HYHA. Than trong khi sir dung
saxagliptin cho bénh nhén c6 cac yéu t6 nguy co nhap vién do suy tim nhu tién sir suy tim hodc
suy than mirc d§ trung binh dén niing.

Bénh nhéan dang str dung saxagliptin can thdng bdo ngay cho can bd y té khi xudt hién cac déu
hiéu hodc triéu chimg suy tim nhu: thd ngin bat thudmg trong sinh hoat hang ngay, kho6 tho khi
ndm nghi, yéu, mét, ting cin kém theo sung mit c4 chén, ban chan, céng chéan. Bénh nhén
khong nén ty y ngirng thudc khi chua tham khao ¥ kién bac si.

Dau khop:

Pau khép, c6 thé 1a dau khép ning, dd duge ghi nhan & nhém thude Ge ché DPP4 sau khi thube
luu hanh trén thi trudmg. Triéu ching giam sau khi ngung thube va & mot sb bénh nhan thi triéu
chimg tai phat khi ding tré lai thubc da udng hodc mot thude nhém e ché DPP4 khéc. Trigu
chimg c6 thé khoi phét nhanh sau khi bit ddu ding thudc hodc sau thoi gian diéu trj 1au hon.
Néu xuét hién dau khép ning, nén danh gia viée tiép tuc diéu tri cho timg bénh nhan.

Bénh nhin suy gidm mién dich:

Nghién ctru l[Am sang cua saxagliptin khong tién hanh trén bénh nhan suy giam mién dich nhu
bénh nhan ghép tang, bénh nhan ¢6 hdi chimg suy giam mién dich. Vi vdy, an toan va hiéu qua
ctia saxagliptin trén nhitng bénh nhan nay chua duoc thiét 1ap.
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- Stk dung véi cdc thubc gy cim itng CYP 344
Str dung voi cac thu6e cam ‘mg CYP 3A4 nhu carbamazepin, dexamethason, phenobarbital,
phenytoin va rifampicin c6 thé gidm tac dung ha duong huyet cua saxagliptin.
- Td dwoc:

Thudc ¢6 chira lactose, khéng nén ding thuéc nay cho bénh nhan méc cée rdi loan di truyén
hiém gip vé khong dung nap galactose, thiéu hut lactase hodc rbi loan hip thu glucose —
galactose.

Thube ndy ¢6 chira dudi 1 mmol (23mg) natri trong mdi don vi phan lidu, vé co ban dugc xem
nhu “khong chira natri”.

SU DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU:

* Thoi ky mang thai:

Viée sir dung saxagliptin chua dugc nghién ctru ¢ phy nir mang thai. C4c nghién ctru trén dong
vt cho thdy doc tinh sinh san & liéu cao. Nguy co tiém an chua dugc bi€t dén. Khong nén su
dung saxagliptin trong thoi ki mang thai trir truong hop can thiét.

*Thei ky cho con bii:

Chura biét duoc saxagliptin ¢6 bai tiét vao sita & ngudi hay kl}ﬁng. Nghién ciru trén dong vat cho
thay saxagliptin/ chit chuyén héa bai tiét vao sira. Khong thé bé qua nguy co trén tré nubi bang
stta. Quyét dinh ngung cho con bu hay ngung diéu tri nén duoc can nhac béi loi ich gifta viée
cho con bt va viéc diéu tri cho ngudi me.

* Khda nang sinh sdn:

Chua nghién clu tic dong cta saxagliptin dén kha nang sinh san ¢ nguoi. Tac dong 1én kha nang
sinh san dugc ghi nhan trén chudt duc va chudt cai & liéu cao véi cac dau hi¢u doc tinh rd rang.
ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Saxagliptin ¢6 thé c¢6 anh huong khong dang ké dén kha nang lai xe va van hanh méay moc.
Khi 14i xe hay van hanh may méc, cin luu y ring chéng mit di duge ghi nhan trong céc nghién
ciru dung saxagliptin, Ngoai ra, bénh nhén nén duge canh bao vé nguy co ha dudng huyét khi st
dung phoi hop saxagliptin v6i cde thube diéu tri dai thdo duong lam ha dudng huyét.

. TUONG TAC, TUONG KY CUA THUOC:

Twong tic:

Dit liéu lam sang dudi dy cho thdy it c6 nguy co xdy ra tuong téc c6 y nghia lam sang khi st
dung chung véi cac thude.

Saxagliptin chil yéu chuyén héa qua cytochrom P450 3A4/5 (CYP3A4/5).

Str dung dong thoi saxagliptin véi céc thubc cam tmg CYP3A4/5 khic ngoai rifampicin
(nhu carbamazepin, dexamethason, phernobarbital, phenytoin) chua dugc nghién ciru va co thé
lam giam ndng d6 saxagliptin trong huyét tuong va lam ting ndng do chat chuyén héa chinh. Khi
sir dung phéi hop saxagliptin véi mot thude c6 hoat luc cam ting CYP 3A4/5 nén theo doi dudng
huyét can than.

Str dung dong thoi saxagliptin v6i diltiazem 1a chat (rc ché trung binh CYP3A4/5 1am ting Cmax
va AUC cua saxagliptin tuong tng la 63% va 2,1 14n va giam Cuax va AUC clia chit chuyén hoa
¢6 hoat tinh tuong tmg 1a 44% va 34%.

Str dung dong thoi saxagliptin v6i ketoconazol 1a chét gay trc ché manh CYP3A4/S lam ting
Cmax va AUC cia saxagliptin twong tmg 1a 62% va 2,5 1dn va giam Cumax vd AUC ctia chit chuyén
ho6a ¢6 hoat tinh tuong tng la 95% va 88%.
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Str dung dong thoi saxagliptin véi rifampicin [a chét gdy cam tmg manh CYP3A4/5 lam gidm
Cmax va AUC cua saxagliptin twong (mg 53% va 76%. Rifampicin khéng anh huéng dén nong do
va thoi gian tiép xtc cia chit chuyén hoa c6 hoat tinh va hoat tinh tic ché DPP4 huyét trong qua
mot khoang lidu.

Trong nghién clru in vivo saxagliptin va chat chuyén héa chinh khéng (rc ché CYP1A2, 2A6,
2B6, 2C8, 2C9, 2C19, 2D6, 2E1 hay 3A4 va khong cam tmg CYP1A2, 2B6, 2C9 hay 3A4.
Trong nghién ciu duoc tién hanh trén ddi tuong khoe manh, metformin, glibenclamid,
pioglitazon, digoxin, simvastatin, omeprazol, thudc khang acid hay famotidin khong lam thay dbi
¢6 ¥ nghia duge déng hoc ctia saxagliptin va chét chuyén héa chinh. Hon nita, saxagliptin khong
lam thay ddi c6 y nghia dugc dong hoc cta metformin, glibenclamid, pioglitazon, digoxin,
simvastatin, thanh phan c¢6 hoat tinh cua thudc tranh thai phdi hop dudng udng (ethiny estradiol
va norgestimat), diltiazem hay ketoconazol.

Tac dong cia hat thude, an kiéng, cac thube thao dugc va ruou trén dong hoc cia saxagliptin
chua dugc nghién ctru.

Twong ky: Do khéng c6 cac nghién ciu vé tinh tuong ky cta thude, khong tron l1an thudc nay
v6i cac thude khac.

10. TAC DUNG KHONG MONG MUON CUA THUOC:

Céc tac dung khong mong muén thudng gip duge ghi nhin & > 5% bénh nhan duge diéu tri voi
saxagliptin 5 mg va thuong gdp hon & bénh nhan ding gia duoc hay ghi nhan ¢ > 2% bénh nhan
diu tri véi saxagliptin 5 mg va > 1% thudng xuyén hon so voi gia duge tir phan tich gop cta 5
nghién ctru vé kiém soat duong huyét, va mot nghién ctru phdi hop ngay tir dau véi metformin
c6 dbi chimg duoc thé hién & Bang 1.

Céc phan (rng ngoai y dugc liét ké theo tan suat va hé co quan. Tén suét duge xac dinh nhu sau:
rét thuomg gap (>1/10), thuong gap (>1/100 dén <1/10), it gap (>1/1000 dén 1/100), hiém gép
(>1/10000 dén 1/1000), rit hiém giip (<1/10000), khong xéc dinh (khong thé uée tinh tir dit liéu
c6 san).

Bing 1: TAn suit cic phan Wng ngoai y theo hé co quan tir cdc nghién ciru lim sang va
kinh nghiém thudc lwu hanh trén thi trodmg.

TAn suét cdc phén g ngoai ¥ theo cic phic dd diéu tri
a lipti
Hg co' quan . | Saxagliptin Saxagliptin e ‘. Sa:(.ag P “}_
0 Don tri . 2. 2 Saxagliptin phoi | phoi hop véi
Phin ing = phoi hop phoi hop véi - .
& licu s . hop véi mit metformin
ngoaiy o voi mot sulfonylure " o i
saxagliptin o : 3 thiazolidinedione va mjt
metformin’ | (glibenclamide)
sulfonylure
Nhiém trung va nhiém ky sinh triing
Nhiém  tring
duong hé hép | Thuong gap | Thuong gap | Thuong gip Thudng gip
trén
Nhiém  tring
R Thudong gap | Thue a Thuong ga Thuong ga
dudmg tiét nicu g gap wong gap g gap g gap
Viém da da
mlgtm & Thuong gédp | Thuong gip Thudng gap Thuong gap
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TAn suét cac phin {rng ngoai y theo cic phic a6 diéu tri

a S lipti
Hg corquan . | Saxagliptin Saxagliptin i £ a,f.ag " “il.
o Don tri . . .. | Saxagliptin phoi | phoi hop véi
Phén ing . phoi hop phoi hop véi . =
" liéu L. . A hop voi mot metformin
ngoai y T véi mdt sulfonylure ; _— -
saxagliptin . q . S thiazolidinedione va mot
metformin' | (glibenclamide)
sulfonylure
Viém xoang Thuong gap | Thuong gap Thuong gép Thudmg gap
Viém miii hau Thudng gap?
Réi loan hé mién dich
Phan Umg qud . . — 5
o™ It gap It gap It gap It gap
Phan tmg phan
vé bao gdbm séc | Hiém gap | Hiém gip Hiém gip Hiém gép
phan vé "
Réi loan chuyén héa va dinh dwdng
Ha dud .
hu.y & R Rét thudng gip’
R&i loan lipid ;
: It ga
mau B4R
Tang :
: P It ga
triglycerid mau &P
Réi loan hé than kinh
Chéng mat Thuong gip Thuong gép
Pau dau Thudng gap | Thudng gap | Thudng gip Thuodng gip
Réi loan tiéu héa
Pau bung” Thudng gap | Thuong gip |  Thudng gép Thuong gap
Tiéu chay* Thuong gap | Thuong géap Thuong gap Thuong gap
Kho tiéu Thudng gip
Piy hoi Thuong gip
Viém da day Thuong gap
Budn nén* Thuong gip | Thudong gip | Thudng gip Thudng gip
Nén Thuong gip | Thuong gép | Thuodng gap Thuong gip
Viém tyy”* ft gap fit gap it gap it gap
Tao bon” Khong xdac | Khong xac 3 - " .. Kho a
HARER g?fh drilfh Khong xac dinh | Khéng xac dinh gti_lfhx ¢
Réi loan vé da va mé dwdi da
Phat ban" Thuong gap | Thuong gdp |  Thudng gép
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TAn sufit cdc phén tg ngoai y theo cic phéc dd didu tri
& lipti
H§ co quan .| Saxagliptin Saxagliptin . % - Saiag P ",]_
B Pon tri £. . o Saxagliptin phoi | phoi hop voi
Phéin tng . phoi hop phoi hop véi - 3
6.7 liéu - 2 hop véi mot metformin
ngoaiy T voi mot sulfonylure 5 - B
saxagliptin . g i y thiazolidinedione va mot
metformin’ | (glibenclamide)
sulfonylure
Viém da* it gap It gap it gap it gap
Ngtra® ft gap ft gap ft gap It gap
N6i man® it gap it gap It gap it gap
Phi mach’ Hiém gip | Hiém gap Hiém gip Hiém gap
Pemphigoid Khong xac | Khong xac . . Khéng xac
. _ Khoéng xac dinh | Kho ic dinh .
bong nuéc dinh dinh Bl PR dinh
Réi loan co xwong va ma lién két
Dau khép® it gap
Pau co’ Thuong gap
Réi loan hé sinh san va vi
Réi loan cuong .
It gap
duong
Réi loan toan than va tinh trang vi tri dung thube
Mét moi Thuong gap It gap Thuong gap
Phu ngoai vi Thuong gép

| Bao gdm c4 saxagliptin trong phdi hop bd sung véi metformin va trong diéu tri khoi dau phoi
hop v&i metformin.

2 Chi trong diéu tri khéi ddu phbi hop.

3 Khéng khéc biét ¢6 ¥ nghia théng ké so vdi gia dugc. Ty 18 ha dudng huyét duge chuén dodn
x4c dinh it gip & nhom saxagliptin 5 mg (0,8%) va nhém gia duoc (0,7%)

4 Ty 18 tiéu chay 1a 4,1% (36/882) & nhém diung saxagliptin 5 mg va 6,1% (49/799) ¢ nhém
dung gia duoc.

5 Khi diéu tri khoi dau phdi hop véi metformin, it gip dau co.

* Phan trng ngoai y dugc xac dinh cta bdo cdo sau khi thudc lru hanh trén thi truong.

™ Xem phan “Chong chi dinh” va “Cdanh bdo va than trong khi diing thuéc”.

*Puoc béo cdo trong qué trinh lwu hanh thude trén thi trudong,

Théng bdo ngay cho bdc st hodc dwoc sT nhitng phdan iing ¢6 hai gdp phai khi sic dung thuéc.
11. QUA LIEU VA CACH XU TRI:

Saxagliptin khong ¢6 anh huong c6 y nghfa lém’séng dén khoang QT hay nhip tim & lidu udng
dén 400 mg/ngady trong 2 tuan (80 lan lieu khuyén céo). Trong truong hop qua li€u, nén bt dau
diéu tri hd trg thich hop tuy theo tinh trang lam sang cta bénh nhén: Saxagliptin va chat chuyén
héa chinh ¢6 thé dugc loai trir qua loc mau (23% liéu trong 4 gio).
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12.

13.

PAC TINH DUQC LUC HQC:
Nhém duoe 1y: Thube chéng dai thao dudng, nhém (e ché Dipeptidyl peptidase 4 (DPP4).
Ma ATC: A10BHO03

Co ché tac dung va tic ddng duoc lue hoc:

Saxagliptin la chit e ché manh (Ki: 1,3 nM), ¢6 tac dung chon loc, thuén nghich va canh tranh
trén dipeptidyl peptidase 4 (DPP4). O bénh nhan dai thédo dudng typ 2, sir dung saxagliptin s& (rc
ché hoat tinh ctia enzym DPP4 trong 24 gid. Sau khi sir dung nghiém phap glucose qua dudng
uéng, sy uc ché DPP4 s& lam tang 2-3 lan néng dd cua cac hormon incretin hoat dong trong tuan
hoan, bao gbm polypeptid giéng glucagon-1 (glucagon-like peptide-1 (GLP-1)) va polypeptid
huéng insulin phu thude glucose (glucose-dependent insulinotropic polypeptide (GIP)), lam
giam ndng do glucagon va tang dép Umg cua té bao beta phy thude glucose, ma két qua 1a lam
ting ndng do insulin va C-peptid. Su ting ndng d¢ insulin tir té bao beta cia tuyén tuy va giam
ndng d glucagon tir t& bao alpha ctia tuyén tuy ¢6 lién quan dén viée 1am giam ndng db glucose
lic d6i va giam glucose trong mau sau khi ubng glucose hay sau bita An. Saxagliptin cai thién
viée kiém soat dudng huyét bing cach lam giam ndng do glucose lic déi va sau bita &n & bénh
nhén dai thao duong typ 2.

PAC TINH DUQC DPONG HOC:

Dugc dong hoc cua saxagliptin va chét chuyén hoa chinh 1a tuong ty nhau giita d6i twong tinh
nguyén khoe manh va bénh nhan déi thdo dudng typ 2.

Hip thu:

Saxagliptin duge hép thu nhanh chéng sau khi ubng thubc khi doi, véi ndng do tdi da trong
huyét twong (Cmax) ciia saxagliptin va chit chuyén héa chinh dat dugc tuong (mg trong 2 va 4
gi&r (Tmax). Cmax va AUC cua saxagliptin va chit chuyén hoa chinh ting ti 1¢ theo lidu luong
saxagliptin & nguoi tinh nguyén khdée manh, tri s6 AUC trung binh trong huyét tuong cua
saxagliptin va chét chuyén hoa chinh lan luot 12 78 nggio/ml va 214 nggid/ml. Tri $6 Crnax
trong huyét twong twong Gmg 1a 24 ng/ml va 47 ng/ml. Hé s6 bién thién thudc ndi ca thé cho
Cmax va AUC cua saxagliptin duéi 12%.

Hoat tinh trc ché DPP4 huyét twong cia saxagliptin trong t6i thidu 24 gio sau khi udng
saxagliptin 12 do nhé vao hoat lyc cao, 4 luc cao, kha nang gan két kéo dai véi vi tri hoat dong.

Tuwong tac voi thire dn:

Thitc &n c6 4nh hudng tuong dbi nhe dén duge dong hoc cia saxagliptin trén déi tuong tinh
nguyén khoe manh. Dung chung voéi thire &n (bita dn giau chit béo) khong 1am thay ddi Cmax ctia
saxagliptin va tang 27% AUC so véi ung thube khi d6i. Thoi gian saxagliptin dat Cimax (Timax)
tang 1én khodng nira gid sau khi &n so v6i udng thude khi déi. Nhing thay doi ndy khong c6 y
nghia 1am sang.

Phin bé:

Nghién ctu in vitro cho thdy kha ning gin két cia saxagliptin va chat chuyén héa chinh cia
protein huyét thanh nguoi khong déng ké. Vi thé, nhimg thay ddi vé ham luong protein méu
trong céc tinh trang bénh khéc nhau (vi du nhu suy thén hay suy gan) sé khong anh hudng dén
su phan bd ciia saxagliptin.

Chuyén héa:

Chuyén hoéa ctia saxagliptin chii yéu xdy ra qua hé cytocrom P450 3A4/5 (CYP3A4/S). Chat
chuyén héa chinh cua saxagliptin cling cé tac dung tc ché DPP4 chon loc, thuin nghich, canh
tranh, ¢6 hoat tinh bing mot nira saxagliptin.
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Thai trie:

Thoi gian ban thai trung binh (T1x) ciia saxagliptin va chét chuyén héa chinh trong huyét tuong
twong Ung 1a 2,5 gio va 3,1 gio, va tri s6 Tip trung binh cia hoat tinh (e ché DPP4 trong huyét
twong 14 26,9 gio. Saxagliptin duge dao thai qua ca 2 dudng: than va gan. Sau khi ubng mét lidu
don "C-saxagliptin 50 mg thi saxagliptin nguyén ven, dang chuyén héa c6 hoat tinh va tong cac
hop chit ¢ hoat tinh phong xa dugc bai tiét qua nuée tiéu véi ty 1¢ 1an luot 24%, 36%, va 75%
liéu str dung. Thanh thai trung binh qua than cta saxagliptin (~230 ml/phit) cao hon so v6i toe
d loc trung binh qua cAu than (~120 ml/phat), cho théy c6 nhimg co ché bai tiét chii do & than,
Khoang 22% chét ¢ hoat tinh phéng xa hién dién trong phan, chimg t6 ¢6 mot phan saxagliptin
bai tiét qua mat va/hay mot phan khong dugce hép thu qua dudng tidu héa.

Tuyén tinh

Cmax vd AUC ciia saxagliptin va chit chuyén héa chinh ting ti 1& theo liéu lugng saxagliptin sir
dung. Saxagliptin va chat chuyén héa chinh khong tich lily ddng ké dugc ghi nhan khi sir dung
lap lai c4c lidu 1 lin/ngdy & bét ky lidu lugng nao. Khéng c6 sy 1& thude vao liéu luong va thoi
gian duoc ghi nhén trén sy thanh thai saxagliptin va chit chuyén héa chinh trong 14 ngiy sit
dung liéu saxagliptin 1 lAn/ngay trong khoang lidu tir 2,5 mg dén 400 mg.

Nhém doi twong diic biét

Suy théin

M6t nghién ctru md, sir dung liéu don saxagliptin da duoc tién hanh dénh gia dugce dong hoc cta
saxagliptin sau khi ung liéu 10 mg, trén cac dbi tuong c6 suy giam chirc ning than man tinh so
v6i dbi tuong c6 chirc ning than binh thuong. Nghién ciru bao gdm nhimg bénh nhan suy than
dugc phén loai theo tién do thanh thai creatinin (dua trén cong thirc Cockeroft-Gault) & mie do
nhe (>50 dén < 80 ml/phut), trung binh (> 30 dén 50 ml/phit), hodc nang (<30 ml/phit), ciing
nhur cdc bénh nhén suy than giai doan cudi (ESRD) dang loc mau.

Mitc d6 suy than khong dnh huéng dén Ciax clia saxagliptin hay chit chuyén héa chinh. O céc
ddi tuong suy than nhe, tri s6 AUC trung binh cua saxagliptin va chét chuyén hoa chinh cao hon
twong tmg 1,2 va 1,7 1An so véi AUC ctia cae dbi tuong c6 chirc nang than binh thudng. Do mirc
d6 ting nay khong lién quan dén ¥ nghfa 1dm sang nén khong cn diéu chinh liéu & bénh nhan
suy thdn nhe. O cac dbi tuong suy thin & mirc d§ trung binh hodc ndng hodc ddi twong suy than
giai doan cubi dang loc mau, tri s6 AUC cua saxagliptin va chit chuyén hoéa chinh ting cao hon
trong Gmg 1a 2,1 va 4,5 14n so v6i tri s6 AUC & dbi tugng c6 chirc ning than binh thudng. Nén
giam lidu saxagliptin con 2,5 mg 1 lAn/ngay & nhitng bénh nhéan suy than vira va ning.

Suy gan

O nhirng d6i tuong suy gidm chitc ning gan nhe (Child-Pugh Class A), trung binh (Child-Pugh
Class B) hoic nang (Child-Pugh Class C), ndng d6 va thoi gian tiép xic cia saxagliptin twong
trg cao hon gip 1,1, 1,4 va 1,8 14n, va ndng do va thoi gian tiép xtc ctia BMS-510849 tuong
{mg thAp hon 22%, 7% va 33% so véi ddi tugng khoe manh.

Bénh nhan cao tudi (> 65 tudi)

Bénh nhan cao tudi (65-80 tudi) c6 AUC ctia saxagliptin cao hon khoang 60% so véi bénh nhan
tré tudi (18-40 tudi). Piéu ndy khong c6 ¥ nghia v& mt 1dm sang, do d6, khong khuyén céo diéu
chinh lidu theo do tudi.
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14. QUY CACH DONG GOI:
Vi 10 vién - Hop 01 vi, 03 vi, 05 vi, 10 vi, 50 vi.
Vi 14 vién - Hop 02 vi.
Chai 100 vién. Chai 200 vién.
15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC:
Diéu ki¢n bio qudn: Nhiét do khong qud 30°C, tranh &nh sdng va am.
Han ding ciia thude: 36 thang ké tir ngay san xuét.
Tiéu chudn chit lwong: TCCS.
16. TEN, PIA CHI CUA CO SO SAN XUAT THUOC:

MEBIPHRAR

CHI NHANH CONG TY CO PHAN DUGC PHAM VA SINH HQC Y TE
L6 11 — 18, dudng sb 13, KCN Tan Binh, P. Tay Thanh, Q. Tan Phu, TP. H5 Chi Minh
Tp. H6 Chi Minh, ngay 28 thang 11 nam 2024

o Ky, sdn xuat
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