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Please see the enclosed |eaflet inside

Storage: Store in a cool dry place, below 30°C. Protect from light and misisture
Specification: In-House.

Keep out of reach of children.

Read carefully the enclosed leaflel before use.
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Ry. Thude nay chi ding theo don thudce

LOMIDA® 5
(Vién nén bao phim Linagliptin 5 mg)

i~

Q -r € AU HIEU LUU Y VA KHUYEN CAO KHI DUNG THUOC

e xa tam tay tré em.

Poc ky hudng dan su dung trucc khi dung. '

Thong bdo ngay cho bdc sy hodc dicge sy nhiing tdc dung khong mong mudn gap phai khi s dung
thuoc.

THANH PHAN CONG THUC THUOC

MGdi vién nén bao phim ¢6 chura:

Thioeh phidn four chlt EARSIEON, < vv s v svvvisserstysnsssrssmssiiiias e dussiisnessisesiviseis 5mg
Thanh phan té dirge: Cellulose vi tinh thé, tinh bot tién gelatin hoa, tinh bot natri glycolat, colloidal
sillicon dioxid, magnesi stearat, opadry white (200F280000), color FD & C Red 40 lake.

DANG BAO CHE

Vién nén bao phim.

M6 ta dang bao ché: Vién nén bao phim mau hong do, hinh tron, hai mat 161, mot mat ¢ vach ké,
mat kia nhan.

CHI PINH

Lomida 5 dugc chi dinh diéu tri d4i thdo dudmg tuyp 2 (T2DM) & bénh nhén trwéng thanh nham cai
thién kiém soét dudong huyét:

Pon trj ligu:

- Bénh nhin chua dugc kiém soat dudng huyét tdt béng ché @b 3n va van ddng va bénh nhan
khong phit hop diéu tri v6i metformin do khong dung nap hodc ¢6 chdng chi dinh do suy
than.

Tri liéu phm hop:

- Phéi hop v6i metformin khi ché @ an va van dong cing véi metformm don tri liéu khong
kiém soat tdt dudmg huyét;

- Phéi hop véi pioglitazone hodic sulfonylurea khi phac 6 don tri liéu khong kidm soét tét
dudng huyét;

- Phéi hop v6i metformin + sulfonylurea hoic metformin + thudc trc ché kénh ddng van
chuyén natri-glucose 2 (thudc trc ché SGLT2) (phac db diéu tri ba thuéc) khi phéc & hai
thuoc khong kiém soét tot dudmg huyét;

- th hop véi insulin dung cung hodc khdng cung véi metformin, khi phac d6 c6 insulin nay
két hop véi ché d6 an va van déng khong kiém soét tdt dudng huyét.

Thude khong duoc chi dinh cho bénh nhan dai thdo dudng tuyp 1 hay bénh nhan dai thdo dudng co
nhiém toan ceton.

CACH DUNG, LIEU DUNG

Negwoi trudng thanh

Liéu ding duge khuyén céo 1a 5 mg mot 1an hang ngay. Thubc c6 thé ubng ciing hoic khong cung
v6i thirc an & bit ky thoi diém nao trong ngay. Khi phéi hop linagliptin v&i mot sulfonylurea, c6
thé can nhic dung lidu sulfonylurea thdp hon dé giam nguy co ha duéng huyét.

Suy than

Khong cén chinh lidu & bénh nhan suy thén.

Suy gan ‘

Khéng céan chinh liéu & bénh nhén suy gan.

Nguoi cao tudi

Khong can thiét phai chinh lidu.

Tré em va thanh thiéu nién

Khong khuyén céo sit dung cho tré dudi 18 tudi do thidu dit lidu v& tinh an toan va hidu qua.
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Quén liéu
Neéu mot lieu thude bi quén, can udng lai ngay khi bénh nhan nhé. Khong dung liéu gap d6i trong
cung mot ngay.

CHONG CHI PINH .
Qua man véi hoat chat hodc bat k¥ ta dugc nao.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Tong quit

Khong nén stir dung ¢ nhitng bénh nhén dai thao dudng tuyp | hodc bénh nhin dai thdo duong toan
ceton (ketoacidosis).

Ha dwong huyét

Linagliptin don trj liéu cho thiy ty 18 ha dudng huyét twong dwong véi gia duoc.

Trong cac thir nghiém lam sang dung linagliptin nhu la mot phan cua diéu trj két hop véi céc thube
khong gy ha dudng huyét (metformin), ty 1& ha dudng huyét duoc béo céo véi linagliptin 1a tuong
duong véi gia duge.

Khi ding linagliptin phéi hop vé6i sulfonylurea (trén nén didu tri metformin), ty 1¢ ha dudng huyét
ting 1én so véi gia duge (xin xem muc Tdc dung khéng mong muon cia thuoc)

Céc sulfonylurea va insulin durge biét 1a nguyén nhan giy ha dudmg huyét. Do do, can than trong khi
stt dung linagliptin két hop véi sulfonylurea va/hodc insulin. C6 thé can nhic giam lidu sulfonylurea
hozc insulin (xin xem muc Cdch dimg, liéu ding).

Viém tuy cip

Sir dung thudc e ché DPP-4 ¢6 lién quan dén nguy co tién trién viém tuy cdp. Pa c6 bédo cdo tur phat
Vé tac dung phu viém tuy cAp tir kinh nghiém st dung sau khi luu hanh cua linagliptin. Bénh nhan
can dugc théng bio vé cac triéu chimg ddc trung cua viém tuy cép. Néu nghi ngo viém tuy, nén
ngung st dung linagliptin; néu da khing dinh viém tuy cap, khong nén bat ddu diéu tri véi
linagliptin. Can than trong véi bénh nhan c6 tién str viém tuy.

Bong nwdc pemphigoid

D4 c6 bédo cdo sau khi luu hanh vé xuét hién bong nuéc pemphigoid ¢ bénh nhén dung linagliptin.
Néu nghi ngd c6 bong nuée pemphigoid, cin dimg viéc ding thube.

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

Thai ky

C6 rét it dir liéu vé viéc sir dung linagliptin trén phy nir mang thai. Cac nghién ctru trén dong vat
khong chi ra anh huéng gdy hai truc ti€p hodc gian ti€p t6i doc tinh trén kha néng sinh san. Dé than
trong, t6t hon nén tranh str dung linagliptin trong thai ky.

Cho con bu

Dit lidu sin ¢6 vé duge lyc hoc/ddc tinh trén ddng vat cho thiy c6 su bai tiét cua linagliptin/chét
chuyén héa trong sita dong vét me.

Chua biét lidu thubc c6 duoc bai tiét trong stta me khong. Do d6, nén thin trong khi sir dung
linagliptin & phu nit dang cho con bu.

Kha nang sinh san

Khéng c6 cc nghién ciru trén kha nang sinh san & ngudi duogc tién hanh véi linagliptin. Khong quan
sat thdy cac anh hudéng bét loi trén kha ning sinh san & dong vat khi ding véi lidu cao nhét 1a 240
mg/kg/ngay (gap khoang 943 lan liéu & ngudi dua trén céc so sanh AUC).

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Khoéng c6 cac nghién ctru dugce tién hanh trén kha nang 14i xe va van hanh may maéc.

TUONG TAC, TUONG KY CUA THUOC

Twong tic cia thudc

Twong tac dwge dong hoc

Ddnh gid twong tdc thuéc trén in vitro:

Linagliptin 12 mdt chit rc ché dua trén co ché tir yéu dén trung binh va rc ché canh tranh yéu d6i véi
CYP isozyme CYP3A4, nhung khong tic ché cac CYP isozyme khic. Thubc khong phai 13 chét gay
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cam umg voi cac CYP isozyme.

Linagliptin 14 mot co chit P-glycoprotein va tc ché vén chuyén digoxin qua trung gian P-
glycoprotein v&i hoat luc thip. Dua trén céc két qua nay va nhimg nghién cttu tuong téc thudc trén in
vivo, linaglipfin dugc xem 12 it c6 thé gdy twong tac véi céc co chat P-gp khac.

Ddnh gid ticong tdc thube trén in vivo:

Dit ligu lam sang miéu ta dudi day cho thdy nguy co c6 cic twong tic ¥ nghia trén ldm sang do viéc
sir dung thude dong thoi 1a thap. Chua quan sat duoc cac twong tac quan trong v& 1am sang doi hoi
phai diéu chinh liéu. Linagliptin khéng c6 anh huéng déng ké vé mat lam sang dén dugc dong hoc
cua metformin, glibenclamide, simvastatin, pioglitazone, warfarin, digoxin hodc céc thudc tranh thai
duong udng, didu nay cung cdp bang chumg in vivo cho thdy xu huong it géy tuong téc thude véi cac
co chat clia CYP3A4 CYP2C9, CYP2C8, P-glycoprotein va chét van chuyén cation hiru co (OCD).
Metformin: O ngudi tinh nguyén khoe manh, su dung dong thoi lidu metformin 850 mg ba 1in mot
ngay véi mot lidu trén ngudng diéu tri 14 10 mg linagliptin mot 14n hang ngay khong 1am thay ddi ¢6
y nghia ldm sang dugc dong hoc cla linagliptin hodc metformin. Do d6, linagliptin khong phai la
mot chit trc ché van chuyén qua trung gian OCT.

Sulfonylurea: Dugc dong hoc & trang thai 6n dinh khi dung liéu 5 mg linagliptin khong bi thay doi
khi dung cung v6i mot liéu don 1,75 mg glibenclamide (glyburide) va nhiéu lidu linagliptin 5 mg
duodng udng. Tuy nhién, c6 giam 14% ¢& ca hai gia tri AUC va Cmax cua glibenclamide khong dang
ké vé mat lam sang. Do glibenclamide dugc chuyén héa cha yeu béi CYP2CY, nhitng dit liéu nay
ciing hd trg cho thdy linagliptin khong phai 1a mot chit e ché CYP2C9. Cac tuong tdc cé y nghia
lam sang khoé c6 the Xay ra voi céc sulfonylurea khac (vi du glipizide, tolbutamide va glimepiride)
duoc thai trir chi yéu boi CYP2C9 twong ty nhu glibenclamide.

Thiazolidinedione: St dung ddng thoi nhidu lidu 10 mg linagliptin mdi ngdy (trén ngudng didu tri)
v6i nhiéu lidu 45 mg mdi ngdy cta pioglitazone, mot co chit CYP2C8 va CYP3A4, khéng c6 anh
huong 14m sang déng ké trén dugc dong hoc cua ca linagliptin hodc pioglitazone hodc cha‘[ chuyen
héa c6 hoat tinh clia pioglitazone, diéu nay cho thiy linagliptin khong phai la mot chit tc ché
chuyén héa qua trung gian CYP2C8 in vivo va ting ho cho két ludn ring tac dong trc ché CYP3A4 in
vivo cua linagliptin 1a khong déang ke

Ritonavir: Mot nghién ctu duge tién hanh dé dénh gia anh huong cua ritonavir, mét chit ¢6 kha
nang trc ché P-glycoprotein va CYP3A4 dén duge dong hoc cua linagliptin. Dung dbng thei mot lidu
don dudng udng 5 mg linagliptin va da ileu 200 mg duong uong ritonavir gdy tang AUC va Cmax
cua linagliptin twong tmg 1én 2 lan va 3 1an. Su mo phong vé nong do linagliptin trong huyét twong &
trang thai 6n dinh khi ¢6 va khong c6 str dung ritonavir cho thdy su ting nong d6 thude khong di kém
v6i tang tich ldy. Nhiing thay d6i nay trong duoc dong hoc cua linagliptin khong duogc cho la ¢co ¥
nghia vé mat 1am sang.

Do vdy. nhilng tuong téc c6 y nghia l4m sang khoé c6 thé xay ra v6i cdc chdt wc ché P-
glycoprotein/CYP3A4 khac va khong can thiét phai chinh liéu.

Rifampicin: M6t nghién ctru duge tien hanh danh gid anh huéng cua rifampicin, mot chét cam Umg
manh ddi véi P- glycoprotein va CYP3A4, trén duoc dong hoc cua hnaghptm khi ding & lidu 5 mg.
Dung déng thoi da licu linagliptin cling véi rifampicin, ddn dén giam 39,6% va 43,8% AUC va
Cmax ¢ trang thai On dinh cua linagliptin va giam khoang 30% su tc ché DPP-4 & nong do day. Do
do, linagliptin khi két hop v&i mot chat gdy cam Ung manh P-gp ¢ thé hiéu qua vé mat lam sang
mic di ¢6 thé khong dat duge hiéu qua day du.

Digoxin: St dung ddng thoi da lidu hang ngay linagliptin 5 mg véi da lidu 0,25 mg digoxin khong c6
anh huéng dén duge dong hoc cua digoxin & ngudi tinh nguyén khoe manh. Do d6, linagliptin khong
phai 12 mdt chét trc ché su van chuyén qua trung gian P- glycoprotein in vivo.

Warfarin: Ding da liéu hang ngay linagliptin 5 mg khéng lam thay d6i duoc dong hoc cua S(-) hoac
R(+) warfarin, mot co chat CYP2C9, diéu nay cho thdy linagliptin khong phai 14 mot chét e ché
CY¥P2O0Y.

Simvastatin: Dung da lidu hang ngay linagliptin 10 mg (trén ngudng diéu tri) ¢6 anh hudmg téi thidu
dén duwoc dong hoc & trang thai 6n dinh ctia simvastatin, mot co chit CYP3A4 nhay cam 0 nguoi tinh
nguyén khée manh. Sau khi ding 10 mg linagliptin ddng thei véi 40 mg simvastatin mbi ngay trong
6 ngay, AUC huyét twong cia simvastatin tang 34%, va Cmax huyét tuong ting 10%. Do do,
linagliptin duge xem nhu 12 mot chat trc ché yéu chuyén hoéa qua trung gian CYP3A4, va viée diéu
chinh liéu luong cua cc chét su dung dong thoi duoc chuyén héa boéi CYP3A4 dugc xem nhur la
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khong can thiét.

Thude trdnh thai duong uéng: St dung dong thoi véi 5 mg linagliptin khong lam thay dbi dugc dong
hoc & trang théi 6n dinh cta levonorgestrel hodc ethinylestradiol.

Sinh kha d.u:ncr tuyét dbi cua linagliptin x4p xi 30%. Do viéc st dung ddng thoi linagliptin trong bita
an gidu chit béo khdng c6 anh hudng cd y nghia 1am sang dbi voi duoc dong hoc, linagliptin c6 thé
sir dung cung hodc khong cung véi thirc an.

Twong ky cua thubc

Do khéng c6 cc nghién ciru vé tinh tuong ky cua thude, khong tron 13n thube nay voi cac thude
khéc.

TAC DUNG KHONG MONG MUON CUA THUOC
Tinh an toan cua linagliptin da duge danh gia trén bénh nhan déi thio duong tuyp 2 ma phan 1én
bénh nhén st dung lidu dich 5 mg.
Trong phén tich tong hop clia céc nghién ctru 14m sang c6 dbi chimg véi gia duge, nhin chung ty 18
bi thc dung ngoai y & nhimg bénh nhén duge diéu tri véi gia duge 1a twong tw khi dung linagliptin 5
mg (63,4% so vdi 59,1%).
Ngimg diéu tri do tic dung ngoai ¥ dugc quan sat cao hon & nhém bénh nhén dung gia duoc so véi
nhém dung linagliptin 5 mg (4,3% so véi 3,4 %).
Do anh hudng cta diéu tri ¢6 sdn ban dau trén cac tac dung ngoai ¥ (vi du ha dudng huyét), cac tac
dung ngoai y duoc phén tich va trinh bay dya vao timg ché @6 diéu tri tuong umg (don tri liéu, bd
sung vao diéu trj v6i metformin, bd sung vao dleu tri v6i thiazolidinedione (thudc PPARY)), b sung
vao diéu tri véi sulfonylurea, va bd sung vao didu tri véi metformin va sulfonylurea, bd sung vao
didu tri v6i insulin, va bd sung vao diéu tri véi metformin va thude trc ché SGLT2.
Cac nghién ctru ¢6 dbi chimg gid dugc bao gdm 28 nghién ctru trong d6 linagliptin dugce st dung
nhu:

- don tri liéu ng?m han cho t6i 4 tudn

- don tri liéu > 12 tuln

- b6 sung vio metformin

- diéu tri két hop ngay tir dau vé6i pioglitazone

- bd sung vao sulfonylurea

- b6 sung vao metformin + sulfonylurea

-bd sung vio insulin (cung hozc khdng cing véi metformin va/hodc pioglitazone va/hodc

sulfonylurea)

- bo sung vao diéu tri v6i metformin va empagliflozin
Céc phan tmg ngoai y dugc phén loai bdi cac thuit ngir SOC va MedDRA duoc bdo cdo & nhiing
bénh nhan sur dung 5 mg linagliptin trong 18 nghién ctru mu d6i dudi hinh thire don trj liéu, két hop
diéu tri ngay tir dau, hodc diéu tri bd sung, dugc trinh bay theo timg ché d6 diéu tri trong bang dudi
day (xem bang 1).
Céc tac dung ngoai y duogc ligt k€ theo tan sudt tuyét d6i. Cac tan sut dugc x4c dinh rat phd bién
(=1/10), phd bién (=1/100 dén <1/10), khong phd bién (=1/1000 dén <1/100), hiém gédp (>1f10000
dén <1/1000), hodc rét hiém gap (< 1/10000) va khong biét (khong thé uée tinh tir cac dir liéu sin
co).
Bang 1 Cac phéan tmg ngoai y dugc béo céo ¢ nhitng bénh nhén dung linagliptin 5 mg méi ngay dudi
dang don trj liéu hodc diu tri bd sung (phan tich tong hop cua cac nghién ciru cé ddi chimg véi gia

dugc)
S0C Cic phin (g ngoai ¥ theo ché 46 diéu tri
Linagliptin | Linaglipti | Linagliptin + | Linagliptin | Linagliptin | Linagliptin + | Linagliptin
(dom tri | n + | Sulfonylurea | + + Insulin Metformin + | +
ligu) Metformin Pioglitazone Sulfonylurea | Metformin
+ Thube tre
ché SGLT2
Nhiém
khuin &
nhiém  ky
sinh triing
Viem mii | Khong pho | Khéng phé | Khong biét Khéng biét | Khong phod | Khong biét Khéng biét
hong bién bién bién
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Roi loan hé
mién dich

Khéng pho | Khong phd Khong bilt Khong pho | Khoéng phoé | Khéng phod

Gudmarn. | pigs bién : bién bién bién Khidng bict

Réi loan
chuyén hoa
va dinh
dudng

Ha duong Rat phd bién
huyét

Ting Khoéng biét
triglyceride
mdu

Tang lipid Khong biét

mau

R6i  loan
nguc, trung
thit va hd
hip

Ho Kiougpho | KROngpbdl | ppisobibe | Ribnobis | Fh0mgpho

bidn bidn bién Khéng biét Khéng biét

R&i loan da
day rugt

Khéng pho

Viém tuy Khong biét | Khong biét | Khéng biét Khéng biét bién Khong biét Khéng biét

Khong pho

Tdo bén :
bién

Xét nghiém

Tang cdn Phé bién

lTig‘a‘fef“e“ Phd bién Pho bién | Phé bién Pho bién Phébién | Phd bién Phé bién

ldya vao mitc ting men lipase quan sit thiy trong céc thir nghidm 14m sang > 3 1an murc gi6i han trén
binh thuong.

Tinh an toan cua két hop linagliptin+metformin+pioglitazone dugce danh gia trén 183 bénh nhan. Hd
so an toan la twong ty véi tinh an toan da duoc xac dinh cua linagliptin, linagliptin+tmetformin va
linagliptin+pioglitazone nhu da trinh bay trong bang 1.

Céc bién cb ngoai ¥ dugc bio céo thudng xuyén nhat 13 ha dudng huyét duge quan st sau khi diéu
tri két hop 3 thudc linagliptin, metformin va sulfonylurea 1 22,9% so v&i 14,8% & nhém dung gia
dugc.

Ha dudng huyét trong cac nghién ciru di chimg gia dugce (10,9%; N=471) 1a nhe (80%:; N=384)
hodc trung binh (16,6%; N=78) ho4c nang (1,9%; N=9).

Nhitng tac dung phu dwoc ghi nhdn tie kinh nghiém hdu mai

Tt kinh nghiém hdu méi céc tdc dung khong mong mudn dudi ddy da duoc bao cao:

SOC Phin tng ngoai y
Réi loan hé mién dich Etin mach
May day
R&i loan da va mé duéi da Phat ban , ..
i Bong nudc pemphigoid
Roi loan da day rudt Loét miéng

Théng bdo ngay cho bdc sy hodc duoc sy nhitng phén tmg c6 hai gdp phdi khi sir dung thuéc.

QUA LIEU VA CACH XU TRi

Triéu ching

Trong cac nghlen ciru ldm sang c6 ddi chimg trén ngudi khoe manh, litu don 1én t6i 600 mg
linagliptin (twong duong v6i 120 lan liéu khuyén cdo) dugc dung nap tét. Khong c6 kinh nghiém khi
dung liu cao hon 600 mg & ngudi.

Cach xir tri

Trong céc trudng hop qua lidu, nén tién hanh cac bién phép didu tri hd trg thong thuong, vi du nhu
loai bo thude chwa hap thu tir da day rudt; theo ddi 1am sang va 4p dung cic bién phap diéu tri néu
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PAC TINH DUQC LUC HQC

Nhém dwege ly: Chét tc ché DPP-4 (DPP-4)

Mda ATC: A10BHO05

Linagliptin 14 mét chét (rc ché enzyme DPP-4 (Dipeptidyl peptidase 4, EC 3.4.14.5), 1a enzyme tham
gia vao qua trinh bat hoat hormone incretin GLP-1 va GIP (peptid-1 giéng glucagon, mot
polypeptide kich thich insulin phu thudc glucose). Nhitng hormon ndy thuéng bi phén hily nhanh béi
enzyme DPP-4. Ca hai hormon incretin lién quan dén su dleu tiét sinh ly cho cén bang glucose.
Incretin duge bai tiét & mot nong do thp trong sudt ngay va nong d6 nay tang 1én ngay lap tuc sau
khi an. GLP-1 va GIP tang sinh téng hop insulin va bai tiét tir cac té bao beta & tuy trong tinh trang
binh thuong va tang duong huyét. Hon thé nira, GLP-1 ciing lam giam bai tiét glucagon tir céc té bao
alpha & tuy, din dén 1am giam bai tlet dudng ¢ gan. Linagliptin gén két rat hidu qua voi DPP-4 vaco
thé tach roi dugc nho do lam tang nong dd incretin hoat tinh On dinh va kéo dai. Lmaghptm tang bai
tiét insulin phu thude vao glucose va lam giam bai tiét glucagon do d6 nhin chung cai thién can bing
glucose. Linagliptin g oin két mot cach chon loc véi DPP-4 va ¢6 tinh chon loc > 10000 14n so v6i
hoat tinh DPP-8 hoac DPP-9 trén in vitro.

PAC TINH DUQC PONG HQC

Dugc dong hoc cua linagliptin da dugc md ta nhiéu & ngudi khoe manh va bénh nhan dai théo dudng
tuyp 2. Sau khi dung dudng uéng 5 mg & ngudi tinh nguyén khoe manh hozc ‘bénh nhan, linagliptin
duoc hip thu nhanh véi ndng d6 dinh trong huyét twong (Tmax trung vi) xuét hién 1,5 gi0 sau khi
dung.

Nong do linagliptin trong huyét twong giam tdi thiéu theo 2 giai doan v&i thoi gian thai trir dai (thoi
gian bén thai tdn clng cta linagliptin dai hon 100 gid), diéu nay héu nhu hoan toan lién quan dén
trang thai c6 thé bao hoa, lién két chat ché cia linagliptin véi DPP-4 va khong gép phan vao viée tich
Ity cua thuéc Nura doi tich lity ¢6 hi€u qua cua linagliptin duorc xéc dinh sau khi udng da lidu 5 mg
lmaghptm xap xi 12 gid. Sau khi ding mét liéu duy nhat mdi ngay, nong d6 huyét tuong & trang thai
on dinh cta linagliptin 5 mg dat dugc sau khi ding li¢u thir 3. AUC huyét twong cia linagliptin tang
vao khoang 3% sau khi ding nhimg liéu 5 mg & trang thai én dinh so véi liéu dau tién. Hé sb bién
thién trong mdi bénh nhén va gifta cdc bénh nhan ddi véi AUC linagliptin 12 nhé (twong tng la
12,6% va 28,5%). AUC huyét trong cia linagliptin ting dudi mirc ty 18 véi lidu. Duge dong hoc cta
linagliptin nhin chung 14 trong dwong & ddi trong khoe manh va & bénh nhan dai thao dudmg tuyp 2.
Hip thu

Sinh kha dung tuyét dbi cua linagliptin xap xi khoang 30%. Uodng linagliptin ciing véi bira an giau
chat béo khong c6 anh hudng c6 ¥ nghia 1lam sang vé duge dong hoc, linagliptin c6 thé duge dung
ciing hoic khong cling v6i thitc #n. Céc nghién ctru in vitro chi ra linagliptin 14 mét co chét cta P-
glycoprotein va CYP3A4. Ritonavir, mjt chat trc ché manh P- giycoprotcm va CYP3A4 din t6i ting
nong d¢ (AUC) gép 2 lan va dung nhiéu 1an dong thoi linagliptin v6i rifampicin, mot chat cam img
manh dbi véi P-gp va CYP3A4, dan t6i giam khoang 40% ndng d6 AUC cuia linagliptin & trang thai
on dinh, ¢6 1 do tang/giam sinh kha dung ctia linagliptin boi viée e ché/cam img P-gly coprotein.
Phin b

Do lién két md, thé tich phan bd trung binh & trang thai 6n dinh sau khi dung don lidu 5 mg dudng
tinh mach cta linagliptin & ngudi khée manh vao khoang 1110 lit, cho thiy linagliptin duwoc phan bd
rong rdi téi cac md. Lién két protein huyét twong cua linagliptin phu thudc vao ndng do, giam tir
khoang 99% & nong do 1 nmol/L dén 75- 89% o nong d6 > 30 nmol/L, phan 4nh su bdo hoa lién két
voi DPP-4 khi ting nong do lmaollptm 0 nong do cao, khi DPP-4 dugc hoan toan bdo hoa, 70-80%
linagliptin duoc lién két véi cac protein huyét tuwong khéc ngoai DPP-4, do vdy 20-30% & dang
khong lién két trong huyét tuong.

Chuyen hoa

Sau khi dung mdt lidu [”C] linagliptin dang udng 10 mg, khoang 5% chét c¢6 hoat tinh phong xa
dugc bai tiet vao nudc tieu. Chu\ren hoéa déng vai trd thir yéu trong qua trinh thai trir cua linagliptin.
M&bt chit chuyen héa chinh v&i ndng d6 tuong dbi 1a 13,3% liu linagliptin & trang thai 6n dinh duoc
phét hién la chit khong c6 hoat tinh dugc 1y va do vAy khéng déng gép véo hoat tinh ttc ché DPP-4
huyét tuong cua linagliptin.
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Bai tiét

Sau khi cho ngudi khoe manh dung dudng udng [*C] linagliptin, khoang 85% lidu str dung c6 hoat
tinh phong xa dugc thai trir theo phan (80%) hodc nudc ticu (5%) trong vong 4 ngay udng thude.

Thanh thai qua than & trang thai 6n dinh vao khoang 70 mL/ phut.

Nhém bénh nhan dic biét

Suy than

Mot nghién ctru nhin mé, da liéu duoc tién hanh dé danh gia duge dong hoc cta linagliptin (lidu 5
mg) ¢ nhimg bénh nhén suy thdn man ¢ cdc mirc d§ khac nhau so v6i nhiing dbi tuong ching khoe
manh. Nghién ctru bao gdm nhiing bénh nhan suy chirc nang thin dugce phén loai dya trén do thanh
thai creatinine tir nhe (50 t61 < 80 mL/phut), trung binh (30 t6i < 50 mL/phat), va ning (< 30
mL/phiit), cling nhu nhitg bénh nhan méc bénh than giai doan cudi (ESRD) dang loc méu. Ngoai ra,

nhimg bénh nhén bi déi thdo dudng tuyp 2 va suy thin nang (< 30 mL/phut) cling dugc so sénh véi
bénh nhan dai thdo dudng tuyp 2 c6 chirc ndng than binh thuong. PO thanh thai creatinine duge tinh
nho do ludng d6 thanh thai creatinine trong nuée tiéu 24 gidr hodc uéce tinh tir creatinine huyét thanh
dua vao cdng thirc Cockeroft-Gault:

CrCL = [140 — &6 tudi (nam)] x trong luong co thé (kg) {x 0. 83 cho bénh nhén nit}/ [72 x creatinine
huyet thanh (mg/dL)].

O trang thai 6n dinh, ndng d6 linagliptin & nhitng bénh nhan suy thin nhe tuong duong voi nguoi
khoe manh. Trong trudng hop suy than trung binh, ¢ su gia téng vira phai nong d6 1én khoang 1,7
lin so véi nhém chimg. Nong do & bénh nhén dai thao dudong tuyp 2 bi suy than nang tang khoang
1,4 1an so v&i bénh nhén dai thao dudng tuyp 2 ¢6 chuc nang thén binh thutmg. Dy doan AUC
linagliptin & trang thdi 6n dinh & nhimg bénh nhan méc bénh thin giai doan cudi ESRD cho thiy
ndng d¢ tiép xtic twong tw nhu nhimg bénh nhén suy thn vira hodc ning. Thém vao d6, linagliptin it
¢6 kha ning dugc loai bo t&i mitc ¢ dang ké qua diéu tri loc mau hogc thdm phan phuc mac. Do dé,
khéng can thiét phai chinh lidu linagliptin & nhimg bénh nhan & bat ky mirc 6 suy than nao. Ngoai
ra, suy thdn nhe khong c6 anh hudng dén dugc dong hoc cua linagliptin & bénh nhén déi thao dudng
tuyp 2 theo danh gia phan tich duge dong hoc trén dan sb nghién ciru.

Suy gan

O nhimg bénh nhan suy gan trung binh nhe va suy gan néng (theo phén loai Child-Pugh), AUC trung
binh va Cmax cua linagliptin gidng nhu nhimg doi tuong chimg bit cap khée manh sau khi dung da
lidu 5 mg linagliptin. Khong cén thiét phai chinh liu linagliptin cho nhimmg bénh nhan suy gan nhe,

trung binh hodc nang.

Chi 56 khdi co thé (BMI)

Khong can thiét phai chinh liéu dua vao BMI. Chi s6 khdi co thé khéng c6 lién quan 14m sang anh
hudng 161 duge dong hoc cua linagliptin dwa vao mot phan tich duge dong hoc trén dan sb nghién
ctru tir dit 1i€u giai doan I va giai doan II.

Gidoi tinh

Khong can thiét phai chinh lidu dua véo gi6i tinh. Gi6i tinh khong c6 anh hudng lién quan 1am sang
t6i duoc dong hoc cuia linagliptin dua vao mot phan tich duoc dong hoc trén dan sé nghién ciru tir dir
liéu giai doan I va giai doan II.

Nguoi cao tudi )

Khong can thiét phai chinh liéu dua vao tudi, do tudi khdng c6 lién quan lam sang anh hudng dén
dugc luc hoc cua linagliptin dya vao mét phén tich duoc dong hoc trén dén so nghién ctru tir dir liéu
giai doan I va giai doan II. Céc ddi tuong cao tudi (65 d&én 80 tudi) c6 nong dd linagliptin huyét
twong ty nhu ddi twong tré tudi hon.

Tré em

Chua thuc hién dugc cac nghién ctru xac dinh duge dong hoc cua linagliptin trén bénh nhén 13 tré
em.

Chuing toc

Khong can thiét phai chinh liéu dira vao yéu t chung toc. Chung toc khong c6 anh hudng rd rét dén
nong d¢ cua linagliptin trong huyét twong dya vao mot phan tich tng hop tir nhimg dt liéu dugc
dong hoc sin c6, bao gdm bénh nhan gbc da tring, gbc TAy Ban Nha, M§ gbc Phi, Chau A. Thém
vao d6, cac dic diém duogc dong hoc cua linagliptin dugc ghi nhan 1a trong tu nhu trong cac nghién
ctru giai doan I chuyén bi€t ¢ ngudi tinh nguyén khoe manh Nhat Ban, Trung Quéc va da trang va
bénh nhan déi thdo dudng tuyp 2 ngudi My goc Phi.
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QUY CACH PONG GOI
Hop 3 vix 10 vién.

HAN DUNG ,
24 thang ké tir ngay san xuat.

PIEU KIEN BAO QUAN
Béo quan noi khé mét, dudi 30°C.
Tranh &nh sang va am.

TIEU CHUAN CHAT LUQNG
TCCS.

San xudt tgi Bangladesh bdi:
NAVANA PHARMACEUTICALS LTD.
Rupshi, Rupganj, Narayanganj, Bangladesh

g

EURO HEALTHCARE PTE LTD

Tiép thi boi,
Nhan hiéu thudc s¢ hiru cua:
EURO HEALTHCARE PTE. LTD. Singapore



