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BV PLATIN

PE XA TAM TAY TRE EM.
POC KY HUONG DAN SU DUNG TRUOC KHI DUNG.

THANH PHAN: M3i vién nén bao phim chira:

Thénh phan dwoc chat:

Linagliptin .. s e B A S O TR
Thanh phan ta dzrcrc Manmtol Pregelatlnlzed starch P0v1d0ne K3O Magnesulm stearate,
" Hypromellose 6¢ps, Talce, Polyethylene glycol 6000, Titanium dioxide, Iron oxide red.

DANG BAO CHE:
Vién nén bao phim hinh tron, mau hf‘)ng, khum, hai mit tron.

CHI DINH PIEU TRI:

Pidu tri déi thao dudng typ 2 & ngudi 16n, két hop ciing ché d6 an kiéng va luyén tap thé duc dé cai

thién dudng huyét:

- Pon tri liéu: Khi bénh nhan khéng dung nap metformin hodc c6 chbng chi dinh metformin do
suy théan.

- Tri liéu phéi hop: Ding phbi hop véi cc thudc khac dé didu tri bénh déi thio duong, ké ca
insulin, khi cac thude nay khong kidm so4t tét dudng huyét (vem muc Canh bdo v thdn trong
khi sir dung; Tuwong tdc, twong ky véi cdc thubc khdc va cac dang ticong tdc khdc; Déc tinh
diege Iiee hoc).

LIEU LUQONG VA CACH DUNG:

Liéu lwong:

Liéu linagliptin duoc khuyén céo 1a 5 mg mot lan mdi ngay. Khi phdi hop linagliptin véi

metformin, thi lidu ctia metformin nén duy tri.

Khi phdi hop linagliptin véi mét sulphonylurea hoic véi insulin, ¢6 thé can nhéc ding liéu

sulphonylurea hoéc lidu insulin thép hon dé giam nguy co ha duong huyét.

Poi twong diic biét:

- Suy than: Khong can chinh lidu & bénh nhan suy than.

- Suy gan: Céc nghién ciru dugc dong hoc cho thiy Khong cin chinh lidu & bénh nhan suy gan
nhung con thiéu kinh nghiém 14m sang & nhitg bénh nhan nay.

- Ngueoi cao tuéi: Khong can thiét phai chinh liéu.

- Tré em vt thanh thiéu nién: tinh an toan va hiéu qué ctia linagliptin & tré em va thanh thidu nién
chua dugce thiét 14p. Khong c6 sin dit ligu trén ddi tugng nay.

Cach dung: Thudc c6 thé ubng cing hodc khong cing voi thie an & bit ky thoi diém nao trong
ngdy. Néu quén mot lidu, bénh nhan nén ung ngay khi nh¢ ra. Khéng nén ding lidu gép ddi trong
cung mot ngay.




CHONG CHI PINH:
- Qué mén cam véi bét ky thanh phan ndo ciia thude.

CANH BAO VA THAN TRONG KHI SU DUNG:

- Téng quan: Khong nén str dung linagliptin & nhitng bénh nhan dai thdo dudmg tayp 1 hodic didu
tri bénh déi thdo dudng nhidm toan ceton (ketoacidosis).

- Hg dwong huyét:
Linagliptin don tri liéu cho thiy ty 1& ha dudng huyét tuong duong véi gia duoc.
Trong cac thir nghiém 14m sang dung linagliptin nhu 1a mét phin cta diéu tri két hop véi cac
thudc khong gay ha dudng huyét (metformin), tj 1é ha dudng huyét dwoc bio céo véi linagliptin
tuong ty vdéi ty 1€ & nhitng bénh nhédn dung gia duoc.
Khi dung linagliptin phbi hop véi suphonylurea (trén nén diéu trj metformin), ty 1& ha duong
huyét tang 1én so v6i gia duge (xin xem muc Téc dung khong mong muén ciia thudc).
Céc sulphonylurea va insulin dwoc biét 1a nguyén nhan gay ha duong huyét. Do do, can than
trong khi str dung linagliptin két hop véi sulphonylurea va/hozc insulin. C6 thé cAn nhic giam
lidu sulphonylurea hoic insulin (xin xem muc Lidu lugng va cach dung).

- Viém tuy cip:
Str dung thudc tic ché DPP-4 ¢6 lign quan dén nguy co tién trién viém tuy cdp. Viém tuy cdp da
dwoc quan sat thdy & nhimg bénh nhén ding linagliptin. Trong mot nghién ciru vé an todn tim
mach va than (CARMELINA), véi thoi gian theo ddi trung binh 2,2 ndm, viém tuy clp duoc
xac dinh di bao cdo & 0,3% bénh nhan diéu trj bang linagliptin va 0,1% bénh nhan diéu tri bang
gia dugc. Bénh nhén ¢in dugc thong bao vé céc triéu chimg dic trung cla viém tuy cép. Néu
nghi ng& viém tuy, nén ngting str dung linagliptin; néu viém tuy cdp duoc xéc nhan, khéng nén
bit dau lai linagliptin. Cén thén trong & nhitng bénh nhan cé tién sir viém tuy.

- Bong nudc pemphigoid: Trong nghién ctru Carmellina, bong nudc pemphigoid duge bo cédo ¢
0,2% bénh nhan diéu tri bang linagliptin va khéng c6 bénh nhén nao dung gia duge. Néu cé
nghi ngdr bong nude pemphigoid, nén ngling str dung linagliptin.

TRUONG HQP CO THAI VA CHO CON BU:

Phu nit co thai:

C6 rét it dir liéu v& viée sir dung linagliptin trén phu nit mang thai. Cac nghién ctru trén dong vét
khéng cho thdy anh hudng gay hai tryc tiép hodic gian tiép t&i doc tinh trén kha nang sinh san. bé
than trong, t6t nhét nén tranh sir dung linagliptin trong khi mang thai.

Phu nit cho con bil:

Dit liéu sn ¢6 v& duge luc hoc/dde tinh trén dong vét cho thdy c6 sy bai tiét cta linagliptin/chit
chuyén héa trong sita dong vét me.

Chua biét lidu thude ¢ duge bai tiét trong sita me khong. Nén than trong khi sir dung linagliptin &
phu nit dang cho con bt

Kha ndng sinh san:

Khong c6 nghién ciru nao trén kha ning sinh san & ngudi duge tién hanh véi linagliptin. Cac nghién
ctru trén dong vét khong chi ra tac dong co hai truc tiép hodc gian tiép lién quan dén kha ning sinh
san.
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ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Linagliptin khong gdy anh hudng hodc anh huéng khong dang ké dén kha ning 14i xe, van hanh
médy méc. Tuy nhién, cin théng bao cho bénh nhan v& tac dung phu ha dudng huyét c6 thé xay ra
khi str dung liéu phap phéi hop linagliptin véi sulphonylurea vé/hoiic insulin.

TUONG TAC, TUONG KY VOI CAC THUOC KHAC VA CAC DANG TUONG TAC
KHAC:
- Ddnh gid twong tdc thudc trén in vitro:

+

Linagliptin 14 mot chét canh tranh yéu va dya trén co ché e ché CYP isozym CYP3A4 tir
yéu dén trung binh, nhung khéng trc ché cac CYP isozym khéc. Thudc khong phai 14 chat
gy cam Ung véi cac CYP isozym.

Linagliptin 1a mét co chat P-glycoprotein va tc ché van chuyén digoxin qua trung gian P-
glycoprotein véi hoat luc thip. Dua trén céc két qua nay va nhiing nghién ctru twong tac
thudc trén in vivo, linagliptin duge xem 12 it ¢6 thé gy tuong tac véi céc co chat P-gp khic.

- Ddanh gia tirong tdc thuoc trén in vivo:
Tdc dung ciia cdc thuoc khdc trén linagliptin:

+

+

Dir lidu lam sang md ta dudi ddy cho thiy nguy co cé céac tuong tac ¥ nghia trén 14m sang
do viée st dung thudc ddng thai 14 thap.

Rifampicin: Mot nghién ctru duoc tién hanh nham danh gia anh huéng cua rifampicin (mot
chét cam tng manh dbi v6i P-glycoprotein va CYP3A), trén duge dong hoc cia linagliptin
khi diing & liéu 5 mg. Dung dong thdi da liéu linagliptin cting v6i rifampicin, din dén giam
39,6% va 43,8% AUC va Cmax & trang thai 6n dinh ctia linagliptin va giam khoang 30% su
trc ché DPP-4 & ndng do day. Do d6, linagliptin c6 thé khong dat dugc hidu qua ddy du khi
két hop véi mat chét gy cam tmg manh P-gp. glycoprotein vA CYP3A4 manh khéc, ching
han nhu carbamazepine, phenobarbital va phenytoin chwa duge nghién ctru.

Rifonavir: Mot nghién ciru duge tién hanh dé déanh gia anh hudng ciia ritonavir, méot chét co
khé ning trc ché P-glycoprotein va CYP3A4 dén duoc dong hoc cia linagliptin. Ding dong
thoi mot lidu don duong ubng 5 mg linagliptin va da liéu 200 mg ritonavir ding dudng udng
pdy ting AUC va Cmax cia linagliptin tuong tGmg 1én 2 1an va 3 1in. Sw md phong vé ndng
do linagliptin trong huyét tuong & trang thai én dinh khi c¢6 va khong c6 str dung ritonavir
cho thdy su ting ndng d6 thudc khéng di kém véi ting tich lily. Nhimg thay ddi duge dong
hoc nay cua linagliptin khoéng ¢6 ¥ nghia vé mit 1am sang. Do véy, nhiing tuong téc c6 ¥
nghia 1am sang kho c6 thé xay ra véi cac chit trc ché P-glycoprotein/CYP3A4 khéc.
Metformin: O ngudi tinh nguyén khée manh, diing dong thoi lidu metformin 850 mg ba lan
mdt ngay véi mot lidu trén ngudng diéu tri 1a 10 mg linagliptin mét 1an hang ngay khong
lam thay ddi duge dong hoc cua linagliptin.

Sulphonylurea: Dugc ddng hoc cua linagliptin 5 mg khong bi thay dbi khi ding ddng thoi
v6i lidu duy nhét 1,75 mg glibenclamide (glyburide).

Tdc dung ciia linagliptin trén cdc thuéc khdc:

+

Trong cac nghién ciru 1dm sang, Linagliptin khong c¢6 anh hudng déng ké v& mit 14m sang
dén duge ddéng hoc ctia metformin, glyburide, simvastatin, warfarin, digoxin hodc céc thude
tranh thai duong udng, didu nay cung cip bing chimg in vivo cho thiy xu huéng it gy
twong tac thubc véi céc co chit ciia CYP3A4, CYP2C9, CYP2CS, P-glycoprotein va chét
van chuyén cation hitu co (OCT).




+ Metformin: Ding ddng thoi nhidu lidu 10 mg linagliptin hang ngay véi 850 mg metformin,
mot co chat caa OCT, khong c6 tac dung lién quan dén duge dong hoc cuia metformin &
ngudi tinh nguyén khde manh. Vi vy, linagliptin khéng phai 13 chét trc ché van chuyén qua
trung gian OCT.

+ Sulphonylureas: Sir dung ddng thoi nhiéu lidu udng 5 mg linagliptin va mot lidu ubng duy
nhét 1,75 mg glibenclamide (glyburide) din dén giam 14% & ca hai gid tri AUC va Cmax
clia glibenclamide, khong dang ké vé& mit 1am sang. Do glibenclamide duoc chuyén héa chu
yéu béi CYP2C9 nén nhitng dir lidu nay hd trg cho thiy ring linagliptin khong phai 1a chét
tic ché CYP2C9. Céc tuong tac c6 ¥ nghia lam sang khé c6 thé xay ra Vdi cac sulphonylurea
khédc (vi du: glipizide, tolbutamide va glimepiride) dugc thai trir cht yéu bai CYP2C9 tuong
ty nhu glibenclamide.

+  Digoxin: St dung dong thoi da lidu hang ngay linagliptin 5 mg v6i da lidu 0,25 mg digoxin
khéng anh huéng dén duge déng hoc cia digoxin & ngudi tinh nguyén khoe manh. Do do,
linagliptin khong phai 13 mot chit e ché van chuyén qua trung gian P-glycoprotein in vivo.

+  Warfarin: Ding da lidu hang ngay linagliptin 5 mg khéng lam thay dbi duoc ddng hoc cua
S (-) ho#ic R (+) warfarin (mdt co chit CYP2C9), diéu nay cho thiy linagliptin khong phai
1a mot chat e ché CYP2C9.

+  Simvastatin: Ding da liéu hang ngay linagliptin 10 mg (trén ngudng didu tri) ¢6 anh hudng
nhe dén duge dong hoc & trang thai én dinh cua simvastatin (mdt co chit CYP3A4 nhay
cam) & ngudi tinh nguyén khée manh. Sau khi ding 10 mg linagliptin ddng thoi véi 40 mg
simvastatin mdi ngay trong 6 ngay, AUC huyét twong cha simvastatin ting 34% va
Cmax huyét twong ting 10%.

+  Thudc tranh thai diwong udng: Stir dung ddng thoi véi 5 mg linagliptin khong 1am thay dbi
duge dong hoc & trang thai dn dinh cta levonorgestrel hodc ethilylestradiol.

TAC DUNG KHONG MONG MUON:

Cc tic dyng phu dugc phén nhém theo tin sudt: rit thudng gip (ADR > 1/10), thudng gaip (1/100 <
ADR < 1/10), it gap (1/1000 < ADR < 1/100), hiém gip (1/1000 < ADR < 1/10000) va rit hiém giip
(ADR < 1/10000).

Cac tac dung phu sau day duge bao cdo & nhu’ng bénh nhan dung linagliptin 5 mg mdi ngay dudi
dang don tri liéu hogc diéu tri két hop.

H¢ co quan Linagliptin don Llnagllpt}n M Linagliptin +
Phan tkng phu tri li€u ML ST Insulin
' T Sulphonylurea
Viém hong it gap
Qué man cam ! It gap
Ha glucose mau Rt thudng giip
Ho It gap
Viém tuy Hiém giip
T40 bon 2 It gip
Réi loan da va biéu mé
Phut mach * Hiém gip
May day * Hiém giip
Phét ban * It gap
Pemphigoid 4c tinh It gap
Dang nghién citu
Téang amylase It gip
Tang lipase ** Thudng gép
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*Duya trén kinh nghiém tiép thi.
**Dya vao muc ting men lipase quan sat thdy trong cdc thir nghiém lam sang > 3 lén;mt’rc
gidi han trén binh thudng. %
I T4c dung phu xay ra khi két hop Linagliptin v6i Metformin va Sulphonylurea.
2T4c dung phu xay ra khi két hop Linagliptin véi Insulin.

Huwong din cdch xiv tri ADR ;s
Ngting str dung thube. Véi cae phan ung bét loi nhe, thudng chi cin ngimg thube. Trudng hgp min
cam ning hodic phan tmg di tmg, cin tién hanh didu tri hd try (gitt thoang khi va dung epinephrine,
thd oxygen, dung khang histamin, corticoid...)

THONG BAO NGAY CHO BAC SI HOAC DUQC SI NHUNG PHAN UNG CO HAI GAP
PHAI KHI SUDUNG THUOC

QUA LIEU VA CACH XU TRIi: _
Triéu chitng: Trong céc thur nghlem lam sang co klem soat trén ngudi ’[mh nguyén khoe manh,
nhitng lidu don 1én dén 600 mg linagliptin (cao glp 120 1an so voi lidu dung duge khuyén cdo)
duoc dung nap tbt. Chua co kinh nghiém ddi v6i lidu cao trén 600 mg & ngudi.

Cdch xir tri: Trong truong hop qua lidu, 4p dung céc bién phép hd tro thong thudng, nhu loai bo
thubc chua dwoc hép thu & duong tidu hoa, theo ddi 1dm sang va 4p dung céc bién phap lam sing
neu can.

PAC TINH DUQC LUC HQC:

Nhom duoe ly: Thude didu trj dai thio dudng G ché dipeptidyl peptidase 4 (DPP-4).

Mai ATC: A10BHOS

Linagliptin 14 mdt chit tic ché enzym DPP-4 (Dipeptidy! peptidase 4, EC 3.4.14.5), 1a enzym tham
gia vao qua trinh bit hoat hormon incretin GLP-1 va GIP (peptid-1 gibng glucagon, mot polypeptid
kich thich insulin phu thudc glucose). Nhitng hormon nay thudng bi phén hiy nhanh boi enzym
DPP-4. Ca hai hormon incretin lién quan dén sy didu tiét sinh 1y cho can bing glucose. Incretin
duoc bai tiét & mot ndng do thap trong sudt ngay va ndng dd nay tang lén ngay lap térc sau khi &n.
GLP-1 va GIP tang sinh tdng hop insulin va bai tiét tir cac t& bao beta & tuy trong tinh trang binh
thuong va ting dudng huyét. Hon nita, GLP-1 ciing lam gidm bai tiét glucagon tir céc té bao alpha
& tuy, din dén 1am giam bai tiét dwong & gan. Linagliptin géin két rét hidu qua voi DPP-4 va c6 thé
tach roi duoc nhd d6 1am tang ndng do incretin hoat tinh 6n dinh va kéo dai. Linagliptin ting bai
tiét insulin phu thudc vao glucose va lam gidm bai tiét glucagon do d6 nhin chung cai thién can
bang glucose. Linagliptin gén két mdt cach chon loc véi DPP-4 va c6 tinh chon loc > 10000 14n so
véGi hoat tinh DPP-8 hodc DPP-9 trén in vitro.

Cac thir nghiém lam sang:

Don tri liéu linagliptin ¢ cdc bénh nhdn khong diing diroc metformin:

Tinh hiéu qua va dd an toan cua don tri liu bing linagliptin d dugc danh gia trong mot nghién ctru
mu ddi ¢6 dbéi ching gia duoe voi thoi gian 24 tudn. Didu tri linagliptin mot l4n mdi ngay & lidu 5
mg cho théy cai thién dang ké HbAlc (giam 0,69% so vé6i gia dugc), tir nhitng bénh nhén ¢6 gid tri
HbA lc ban diu khoang 8%. Linagliptin ciing cho théy nhimg cai thién dang ké luong dudng trong
huyét twong luc d6i (FPG) va dudng huyét 2 git: sau khi dn (PPG) so véi gia duge. Ti 1€ ha dudng
huyét duoc quan sat & bénh nhan didu trj bing linagliptin 12 twong tu v6i gia duge.




Tinh hiéu qua va do an toan cua don tri liéu linagliptin cling dugc danh gia & nhitng bénh nhén cé
didu tri v6i metformin khéng phit hop, do khéng dung nap hodic chéng chi dinh, duge thuc hién
trong mot nghién ciru mil ddi c¢6 ddi chimg gia duge kéo dai 18 tuan. Linagliptin cai thién déng ké
chi s6 HbAlc, (giam 0,57% so véi gia dugc), tir gia tri HbAlc trung binh ban dau 13 8,09%.
Linagliptin cfing cho thdy cai thién ddng ké luong dwomg trong huyét twong lic d6i (FPG) so v6i
gia duoc. Ty 18 ha dudng huyét duoc quan sat & nhimg bénh nhan didu tri véi linagliptin 13 twong tu
voi gia duogc.

Linagliptin b6 sung diéu tri véi metformin:

Tinh hiéu quéa va an toan cha linagliptin két hop véi metformin da duge dénh gid trong mét nghién
ctru mi ddi c6 dbi chimg gia duge kéo dai 24 tudn. Linagliptin cai thidn dang ké HbAlc, (giam
0,64% so voi gia duge), so véi gid tri HbAlc trung binh ban dau 14 8%. Linagliptin ciing cho thiy
céi thién dang ké lugng dudng trong huyét twong lic déi (FPG), va dudng huyét 2 gid sau khi an
(PPG) so véi gia duge. Ty 16 ha dudng huyét duge quan st & nhimg bénh nhén diéu tri voi
linagliptin 1a twong tu véi gia dugce.

Linagliptin b6 sung diéu tri két hop metformin va sulphonylurea:

Mot nghién ciru ddi chimg gia duoc kéo dai 24 tudn duoc tién hanh nham danh gia tinh hidu qua va
an toan cta linagliptin 5 mg so véi gia duge, trén nhimg bénh nhin chua dwoc diéu tri théa déng
v6i metformin két hop sulphonylurea. Linagliptin gitip cai thién dang k& chi s6 HbAlc (giam
0,62% so v6i gia duge), tir gid tri HbAlc trung binh ban dau 14 8,14%. Linagliptin ciing cho thay
cai thién déng ké luong dudng trong huyét twong lic déi (FPG), va dudng huyét 2 gid sau khi #n
(PPG) so vai gid duge.

Linagliptin b6 sung diéu tri két hop metformin va empagliflozin:

O nhimg bénh nhan didu tri khong kiém soét t6t bing metformin va empagliflozin (10 mg (n = 247)
hoiic 25 mg (n = 217)), khi didu tr kéo dai 24 tudn véi lidu phap bd sung linagliptin 5 mg, gitip chi
sb HbAlc trung binh giam 0,53% (khéc biét dang ké so véi bd sung gia duge 13 giam 0,32%) va
giam 0,58% (khéac biét déng k& so v6i bd sung gia duge 1a giam 0,47%). C6 ¥ nghia théng ké dang
ké v& ty 1 bénh nhan c6 HbAlc ban dau > 7,0% va diéu trj v6i linagliptin 5 mg dat duge HbAlc
muc tiéu < 7% so véi gia dugc. -

Linagliptin b6 sung diéu tri véi insulin:

Tinh hiéu qué va dg an todn clia viéc dung bd sung linagliptin 5 mg vao insulin don tri liéu hoéc két
hop véi metformin va/hoiic pioglitazon di dugce danh gia trong mdt nghién ctru mit dbi ddi chiing
v6i gia dugc kéo dai trong 24 tudn. Linagliptin d& ¢ nhiing cai thién dédng k& v& HbAlc (giam
0,65% so v&i gia duge) so véi mirc HbAlc co ban trung binh 1 8,3%. Linagliptin ciing cho thiy sy
céi thién déng ké vé& dudng huyét luc d6i (FPG) so véi gia duoe, va ty 18 bénh nhén dat HbA lc muc
tiéu 1a < 7,0% cao hon so vé6i gia duge. Két qua nay dat duoc véi lidu insulin én dinh (40,1
IU). Trong lugng co thé khong khac biét dang ké giita cac nhom. Khong c6 anh hudng dang ké trén
lipid huyét twong. Ti 18 ha dudng huyét quan sat dugce 1a twong tu gifta cic nhom bénh nhén didu trj
bing linagliptin va gia dugc (22,2% linagliptin, 21,2% gia dwoc).

Dir li¢u 24 thdng cho linagliptin b6 sung vio metformin vé so sdnh véi glimepirid:
Trong mdt nghién ctru so sanh hiéu qua va tinh an toan cta viée bb sung linagliptin 5 mg hoic
glimepirid (lidu trung binh 3 mg) & bénh nhén chua duoc kiém soat dudng huyét tét vai metformin
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don tri li€u, linagliptin ¢6 mirc gidm trung binh HbA1c la -0,16% (v6éi muc HbAlc co ban trung
binh 1a 7,69%) va -0,36% v&i glimepirid (voi mire HbAlc co ban trung binh 13 7,69%) v6i sur khac
biét diéu tri trung binh 13 0,20%. Ti 18 ha dudng huyét & nhém bénh nhén ding linagliptin (7,5%)
thdp hon déng ké so v&i nhom dung glimepirid (36,1%). Nhimg bénh nhan diéu tri vai linagliptin
giam trong luong co thé (-1,39 kg), con & bénh nhan ding glimepirid tang can (+1,29 kg) so véi
ban dau.

Linagliptin bé sung diéu tri & bénh nhan suy thin ndng, dir ligu 12 tudn ¢é di chitng gia diroc
(diéu tri 6n dink) va 40 tudn 6 giai doan mé réng cé doi chitng gia diege (cé thé chinh thudc):

Tinh hiéu qua va d6 an toan cta linagliptin cling dugc danh gia ¢ nhitng bénh nhan dai thio duong
typ 2 bi suy than niing trong mdt nghién ciru mu ddi so véi gia duge trong 12 tudn, trong thdi gian
ndy cédc diéu tri dai thao dudmg trude duge gitt dn dinh. Cac bénh nhan dugc didu tr trude véi cac
tri lidu khac nhau bao gdm insulin ding riéng hogic phdi hgp véi céc thude chéng dai théo dudmg
khéc nhu sulphonylurea, glinid va pioglitazon. C6 giai doan theo ddi kéo dai 40 tudn c6 thé didu
chinh lidu céc thube dai thao dudng sir dung ban déu.

Linagliptin cai thién dang ké& HbAlc (-0,59% so véi gia duge sau 12 tudn), tir gia tri IIbAlc ban
déu trung binh 1a 8,2%. Khéc biét HbA lc duoc quan sat so véi gia duoc 13 -0,72% sau 52 tudn.
Trong luong co thé khdng khéc biét dang ké gifta cac nhém. Ty 1é ha dudmg huyét & bénh nhan
didu tri véi linagliptin cao hon gia dugc, do cé sy ting vé céc bién ¢ ha dudng huyét khong tridu
chimng. Khong c6 su khéc biét gifta cdc nhém vé céc bién c¢b ha dudng huyét nghiém trong.

Linagliptin b6 sung diéu tri ¢ nhitng bénh nhdn cao tuéi (> 70 tudi) ddi thdo dwong typ 2:
Tinh hiéu qua va an toan cia linagliptin & bénh nhén cao tudi dai thdo dudng typ 2 (d6 tudi tir 70
trér 1én) da duoc danh gid trong mdt nghién ctru mu ddi so voi gia duoc kéo dai 24 tudn. Lic duge
dua vao nghién citu, bénh nhan dang duge didu tri v6i metformin va/hoic sulphonylurea va/hodic
insulin. Liéu dung céc thude didu tri dai thdo dudng nay duge giit én dinh trong 12 tudn diu, sau d6
dwoc phép chinh lidu. Linagliptin gitp cai thién dang ké chi sb HbAlc (- 0,64% so véi gia duoc
sau 24 tuan), tinh tir gid tri HbAlc trung binh lic ban déu la 7,8%. Linagliptin ciing cai thién dang
ké dudng huyét lic d6i (FPG) so véi gia duoe. Trong lwong co thé khéng khéc bigt dang ké gitta
cac nhém.

Doi tugng tré em:
Tinh hi¢u qua va an toan cua linagliptin trén tré em va thanh thiéu nién chua duge xdc dinh. Khong
co san dit liéu.

PAC TINH DUQC PONG HQC:

Dugce dong hoc cua linagliptin da duge mo ta nhiéu & ngudi khoe manh va bénh nhan dai thao
dudng typ 2. Sau khi udng 5 mg & ngudi tinh nguyén khoe manh hodc bénh nhan, linagliptin duge
hép thu nhanh véi ndng 6 dinh trong huyét tuong (Tmax trung vi) xuét hién 1,5 gior sau khi ding.
Nong d6 linagliptin trong huyét tvong giam tbi thidu theo 2 giai doan véi thoi gian thai trir dai (thoi
gian ban thai tn ciing cia linagliptin dai hon 100 gi®), diéu nay hiu nhur hoan toan lién quan dén
trang théi ¢ thé béo hoa, lién két chat chd cia linagliptin véi DPP-4 va khong gép phin vao viée
tich lily cta thube. Nira doi tich lily ¢6 hidu qué cua linagliptin duge xéc dinh sau khi ubng da liéu 5
mg linagliptin, x4p xi 12 gid. Sau khi diing mot lidu duy nhét linagliptin 5 mg m&i ngay, néng d6
huyét twong & trang thai 6n dinh dat duge sau khi ding lidu thir 3. AUC huyét tuong cua linagliptin
tang vao khoang 33% sau khi ding nhitng lidu 5 mg & trang thai én dinh so véi liéu diu tién. Hé sb
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bién thién trong m&i bénh nhén va gifta c4c bénh nhan déi véi AUC linagliptin nhé (twong tng 1a
12,6% va 28,5%). AUC huyét twong ctia linagliptin ting dudi muc ty 16 véi lidu. Duge dong hoc
ctia linagliptin nhin chung 1a tuong dwong & dbi tuong khoe manh va & bénh nhan dai théo dudng
typ 2.

Hip thu

Sinh kha dung tuyét dbi cta linagliptin khoang 30%. Udng linagliptin cing véi bita #n gidu chat
béo 1am kéo dai thoi gian dat Cmax thém 2 gid va giam Cmax 15% nhung khong thiy anh hudng
dén AUC g.72n. Khong c¢6 anh hudng mang y nghia 14m sang cia céc thay déi Cmax va Tmax, do d6
linagliptin c6 thé duge dung ciing hodic khong cting véi thirc an.

Phin bo

Do lién két md, thé tich phan b6 trung binh & trang thdi én dinh sau khi ding don lidu 5 mg dudng
tinh mach cua linagliptin & nguoi khée manh vao khoang 1110 lit, cho thdy linagliptin dwoc phan
b6 rong réi téi cae mo. Lidn két protein huyét tuong ctia linagliptin phu thude vao ndng do, giam tir
khoang 99% & ndng do 1 nmol/L dén 75-89% & ndng d6 > 30 nmol/L, phan 4nh sy bdo hoa lién két
v6i DPP-4 khi ting ndng do linagliptin. O ndng d cao, khi DPP-4 dwoc hoan toan bdo hoa, 70-
80% linagliptin dwoc lién két v6i cac protein huyét twong khéc ngoai DPP-4, do vay 30-20% &
dang khong lién két trong huyét twong.

Chuyén héa

Sau khi ding mét liéu ["C] linagliptin dang uéng 10 mg, khoang 5% chit ¢4 hoat tinh phéng xa
duoc bai tiét vao nude tidu. Chuyén héa dong vai tro thir yéu trong qua trinh thai trir ctia linagliptin.
Mot chit chuyén hoa chinh voi néng d6 tuong ddi 1a 13,3% liu linagliptin ¢ trang thai én dinh
duoc phat hién 1a chét khong c6 hoat tinh duoc ly va do vy khong déng gép vao hoat tinh &rc ché
DPP-4 huyét tuong cta linagliptin.

Thai trir

Sau khi cho ngudi khée manh dung duong udng [MC] linagliptin, khoang 85% lidu sit dung ¢6 hoat
tinh phéng xa duge thai trir theo phan (80%) hodic nuée tidu (5%) trong vong 4 ngay udng thude.
Thanh thai qua than & trang thai dn dinh vao khoang 70 mL/phut.

Nhom bénh nhiin dic biét

Suy thdn: Mot nghién ciru nhin md, da lidu dugc tién hanh dé danh gia dwoc dong hoc cua
linagliptin (lidu 5 mg) & nhiing bénh nhén suy thdn man & cic mirc dd khac nhau so véi nhém dbi
chimg khoe manh. Nghién ciru bao gdbm nhitng bénh nhén suy chirc ning than dugc phan loai dua
trén do thanh thai creatinin tir nhe (50 téi < 80mL/phut), trung binh (30 téi < S0mL/phit), va ning
(< 30mL/phut), ciing nhu nhitmg bénh nhan méic bénh than giai doan cudi (ESRD) dang loc mau.
Ngoai ra, nhitng bénh nhén bi dai thdo dudng typ 2 va suy than ning (< 30mL/phit) cling duge so
sanh v&i bénh nhin d4i thao duwong typ 2 c6 chirc nang thdn binh thudng. P§ thanh thai creatinin
duge tinh nhd do ludng d§ thanh thai creatinin trong nudc tidu 24 gid hozic wée tinh tir creatinin
huyét thanh dya vao cong thirc Cockeroft-Gault:

CrCL = [140 — d6 tudi (ndm)] x trong luong co thé (kg) {x 0.85 cho bénh nhan nit}/ [72 x
creatinine huyét thanh (mg/dL)].

O trang thai 6n dinh, ndng d6 linagliptin & nhiing bénh nhén suy thin nhe twong dwong véi ngudi
khée manh. Trong trudmg hop suy than trung binh, ¢6 su gia ting vira phai ndng do 1én khoang 1,7




14n so v6i nhom chimg. Nong d¢ & bénh nhan dai thao dudng typ 2 bi suy thin ning ting khodng
1,4 1an so v&i bénh nhan déi théo duong typ 2 c¢6 chirc nang than binh thudng. Dy dodn AUC
linagliptin & trang thai én dinh & nhitg bénh nhan méc bénh than giai doan cudi ESRD cho thiy
ndng do tiép xuc tuong tu nhu nhitng bgnh nhan suy than vira hodc niing. Thém vao d6, linagliptin
it c6 kha ning duoc loai bo t6i mirc d6 dang ké qua diéu trj loc mau hosic thdm phén phtc mac. Do
d6, khong can thiét phai chinh lidu linagliptin & nhitng bénh nhan & bét ki mirc dd suy than nao.
Ngoai ra, suy thin nhe khéng c¢é anh huéng dén dwoc dong hoc cua linagliptin & bénh nhan dai thdo
duong typ 2 theo dénh gia phan tich duge dong hoc trén dén s nghién ciru.

Suy gan: G nhimg bénh nhan suy gan trung binh nhe va suy gan nédng (theo phan loai Child-Pugh),
AUC trung binh va Cnax clia linagliptin g1ong nhu nhitng dbi ter’ng chiing bt ciip khoe manQ sau
khi ding da liéu 5 mg linagliptin. Khong can thiét phéi chinh liéu linagliptin cho nhiing bénh’
suy gan nhe, trung binh hodc ning.

dong hoc trén dan s6 nghién citu tir dit heu glal doan I va giai doan II.

Gidi tinh: Khong can thiét phai chinh lidu dya vao giéi tinh. Gidi tinh khong c6 anh huéng lién
quan lam sang t6i duge ddng hoc ctia linagliptin dua vao mot phén tich duoce dong hoc trén dan sb
nghién ctru tir dit liéu giai doan I va giai doan I1.

Ngueoi cao tuéi: Khong can thiét phai chinh lidu dya vao tudi, do tudi khong c6 lién quan 14m sang
anh huéng dén duoc luc hoc cua linagliptin dwa vao mot phén tich duge déng hoc trén dan sb
nghién ciru tir di liu giai doan I va giai doan II. Cac dbi twong cao tudi (65 dén 80 tudi) co ndng
do linagliptin huyét twong tyr nhw déi twong tré tudi hon.

Tré em: Chua thuc hién duge cac nghién ciru xéc dinh duge dong hoc cta linagliptin trén bénh
nhén 13 tré em.

Chiing téc: Khong can thiét phai chinh lidu dua vao yéu t§ ching tdc. Ching tdc khong c6 anh
huong 16 rét dén ndng do cua linagliptin trong huyét twong dwa vao mét phan tich téng hop tir
nhiing dit liéu duge dong hoc sin c6, bao gdm bénh nhan gbc da triing, gbc Tay Ban Nha, My gbc
Phi, Chau A. Thém vao dé, c4c dic diém dugc dong hoc cua linagliptin duge ghi nhén 1a twong tu
nhu trong céc nghién ctru giai doan I chuyén biét & nguoi tinh nguyén khée manh Nhat Ban, Trung
Quéc va da triing va bénh nhan dai thao duomg typ 2 ngudi M§ gbe Phi.

QUI CACH PONG GOI: Hop 1 vi hodic 3 vi hogic 10 vi x 10 vién.

BAO QUAN: Nhiét do khong qua 30°C.
HAN DUNG: 36 théng ké tir ngay san xuét.
TIEU CHUAN: TCCS

NHA SAN XUAT: CONG TY TNHH DUQC PHAM BV PHARMA
Dia chi: S6 18 duong Lé Thi Soc, Ap 2A, X& Tan Thanh Téy, Huyén Ct Chi, Thanh phé Hd Chi
Minh, Viét Nam.




