TO HUONG DAN SU DUNG THUOC
Rx

1. Tén thuéc: BEENGSV

2. Cac déu hi¢u lru y va khuyén cdo khi diung thudc

“Dé xa tim tay tré em”.

“Poc k¥ huéng dan str dung trude khi dung”.

“Thudc nay chi ding theo don thudc”.

“Thong bao cho bac sy nhitng tic dung khong mong mudn gip phai khi sir dunigithude)
3. Thanh phén céng thirc ciia thudc:

Mbi vién nén bao phim chura:

Thanh phan hoat chat | Linagliptin Smg

Mannitol, amidon, copovidon (Plasdon S630), magnesi stearat,
pregelatinized starch  (Starch  1500), opadry white 21K
(ethylcellulose, triacetin, titan dioxyd, hypromellose), diu thau
dau, oxyd sit do.

Thanh phén t4 dugc

4. Dang bao ché: Vién nén bao phim.

Mo ta: Vién nén bao phim hinh try, mau do, mat vién nhan, thanh va canh vién lanh lan.

5. Chi dinh

Thubc duoc chi dinh diéu tri dai thdo dudng type 2 & bénh nhan trudong thanh nham cai
thién kiém soat dudng huyét:

« Pon tri liéu: Bénh nhan chua duoc kiém soat duong huyét tét bang ché do an va van dong
va bénh nhan khong pht hop voi diéu tri bang metformin do khong dung nap hodc c6 chong
chi dinh do suy than.

« Tri liéu phdi hop:

- Phéi hop véi metformin khi ché do an va van dong cung véi metformin don tri liéu khong
kiém soat tot duong huyét.

- Phéi hop véi pioglitazon hodc sulfonylurea khi phac dd don trj liéu khong kiém soat tdt
duong huyét.

- Phéi hop véi metformin + sulfonylurea (phac d6 diéu tri ba thudc) khi phac do hai thudc
khong kiém soét tot duong huyét.

- Phéi hop véi insulin dung cing hoic khong cung véi metformin, khi phac dd ¢ insulin
nay két hop v6i ché do an va van dong khong kiém soat tét duong huyét.

Thudc khéng duoc chi dinh cho bénh nhan dai thao dudng type 1 hay bénh nhan dai thao
duong c6 nhiém toan ceton.

6. Cach dung, liéu ding

6.1. Cach dung

Thudc ding duong udng. Thube co thé udng cung hoidc khong cung voi thire an & bat ky
thoi diém nao trong ngay. Néu mot liéu thude bi quén, can udng lai ngay khi bénh nhan nhé.
Khéng dung liéu gip d6i trong cung mot ngay.

6.2. Liéu ding

Liéu dung duoc khuyén cdo 1a 5 mg/lan/ngay.

Khi phdi hop linagliptin voi metformin, nén dung lidu metformin duy tri.




Khi phéi hop linagliptin voi mot sulphonylurea hoidc véi insulin, c6 thé can nhéic dung liéu
sulphonylurea hodc insulin thip hon dé giam nguy co ha duong huyét.

Liéu diing 6 mét so doi twong dic bigt

Nguoi suy than: Khong can chinh lidu ¢ bénh nhan suy than.

Nguwoi suy gan: Cac nghién ctru dugc dong hoc cho thiy khong can diéu chintrliéu ¢ bénh
nhan suy gan, tuy nhién con thiéu kinh nghiém 1am sang vé viéc sir diing thuéc-¢_nhing
bénh nhan nay.

Nguoi cao tuéi: Khong can thiét phai chinh lidu. Tuy nhién, kinh nghiém lam sang vé, viéc
sir dung thudc & bénh nhan > 80 tudi con han ché nén can than trong khi diéutri:

Tré em va thanh thiéu nién: Khong khuyén cdo st dung thudc cho tré dudiZl8:tu6i dd thiéu
dit liéu veé tinh an toan va hiéu qua.

7. Chéng chi dinh

C6 tién str man cam véi linagliptin hodc bat ky thanh phin nao cta thude.

8. Canh b4o va than trong khi diing thudc

Chung: Khong nén st dung thudc ¢ nhitng bénh nhan dai thdo duong tuyp 1 hodc bénh
nhan dai thao dudng nhiém toan ceton.

Ha dwong huyét:

Linagliptin don trj liéu cho thdy mét ty 1& ha dudong huyét twong duong véi gia duge. Trong
cac thir nghiém 1am sang dung linagliptin nhu 1a mot phan ciia diéu tri két hop véi cac thude
khong hodc it lam ha duong huyét (metformin), ty 16 ha dudng huyét dugc bao cao voéi
linagliptin 1a twong tu vdi ty 1€ ¢ nhitng bénh nhan dung gida dugc. Céac sulphonylurea va
insulin duogc biét 1a gdy ha dudng huyét. Do d6, can than trong khi sir dung linagliptin két
hop véi sulphnylurea hodc insulin. Cé thé can nhic giam lidu sulphonylurea hodc insulin.
Viém tuy cap:

Str dung cac chat trc ché DPP4 ¢6 lién quan dén nguy co phat trién viém tuy cp. D c6 cac
b4o cdo vé& viém tuy cdp & nhitng bénh nhan dung linagliptin sau khi dua thudc ra thi
truong. Néu nghi ngd viém tuy, nén ngimg st dung thudc. Can than trong khi sir dung thudc
& bénh nhan c¢6 tién st viém tuy.

Pemphigoid bong nuoc:

Di ¢ cac bao cao vé pemphigoid bong nudc & nhitng bénh nhan ding linagliptin sau khi
dua thudc ra thi trudong. Néu nghi ngd pemphigoid bong nude, nén ngimg str dung thude.

Ta dwge cia san pham:

San pham nay chtra dau thau dau, co thé gay tiéu chay.

San pham nay chira oxyd sit do, c6 thé gay di img.

9. Sir dung thudc cho phu nir c6 thai va cho con bi:

Phu nir co thai

C6 rét it dir liéu vé viéc sir dung linagliptin trén phu nir ¢6 thai. Cac nghién ctru trén dong
vat khong chi ra anh huéng gy hai truc tiép hodc gian tiép téi doc tinh trén kha ning sinh
san. Dé than trong, tdt hon nén tranh st dung thude cho phu nit c6 thai.

Phu nit cho con bu

Dit liéu sin c¢6 vé duge luc hoc/ doc tinh trén dong vat cho théy co su bai tiét cua
linagliptin/ chat chuyén hoa trong sita dong vat me.



Chua biét liéu thudce co duoc bai tiét trong stta me khong. Nén than trong khi st dung thude
¢ phu nit cho con bt.

Kha nang sinh sdan

Khéng c6 cac nghién ciru trén kha ning sinh san ¢ ngudi duoc tién hanh véi thude. Khong
quan sat thdy cac anh hudng bat loi trén kha ning sinh san ¢ dong vat khi dime-téi liéu cao
nhit 240 mg/kg/ngay (xap xi 943 1an lidu & nguoi dya trén so sanh gia triyAUC).

10. Anh huéng ciia thude 1én kha ning lai xe va van hanh may mé¢:

Linagliptin khong c6 anh huéng hodc anh huong khong dang ké 1én kha nang laiixe va yan
hanh may méc. Tuy nhién bénh nhan can duoc canh bao nguy co ha dudng huyét.dacbiét 1a
khi két hop voi sulphonylurea va / hodc insulin.

11. Twong tac, twong Ky ciia thude

11.1. Twong tac ciia thude

Panh gia twong tic thudc trén in vitro: Linagliptin 1a mot chat e ché dua trén co ché tir
yéu dén trung binh va @c ché canh tranh yéu dbi véi CYP isozym CYP3A4, nhung khong
trc ché cac CYP isozym khac. Thube khong phai 1a chat gay cam ung véi cac CYP isozym.
Linagliptin 1a mét co chat P-glycoprotein va tc ché van chuyén digoxin qua trung gian P-
glycoprotein voi hoat lyc thip. Duya trén cac két qua ndy va nhiing nghién ciru twong tac
thubc trén in vivo, linagliptin dugc xem 1a it c6 thé gdy twong tac voi cic co chat P-
glycoprotein khac.

Panh gia twong tac thudc trén in vivo:

Anh hwéng ciia cdc thuédc khdc trén linagliptin

Dit liéu 14m sang miéu ta dudi day cho thiy nguy co cd cac twong tac y nghia trén 1am sang
do viéc str dung thude ddng thoi 1a thap.

Rifampicin: Mot nghién ctru duge tién hanh danh gid anh huéng cia rifampicin, mot chat
cam tng manh d6i v6i P-glycoprotein va CYP3A4, trén duoc dong hoc cua linagliptin khi
dung & liéu 5 mg. Dung dong thoi da lidu linagliptin cung véi rifampicin, din dén giam
39,6% va 43,8% AUC va Cumax O trang thai 6n dinh cta linagliptin va giam khoang 30% su
{rc ché DPP-4 & ndng do day. Do do, linagliptin khi két hop voi mot chit gy cam (mg manh
P- glycoprotein, vi du nhu carbamazepin, phenobarbital va phenytoin c6 thé hiéu quéa vé mit
1am sang, mic du c6 thé khong dat duoc hiéu qua day du.

Ritonavir: Mot nghién ctru dugce tién hanh dé danh gia anh hudng cua ritonavir, mot chat co
kha ning trc ché P-glycoprotein va CYP3A4 dén dugc dong hoc cua linagliptin. Ding dong
thoi mot lidu don duong udng 5 mg linagliptin va da lidu 200 mg duong udng ritonavir gy
tang AUC va Cax clia linagliptin twong g 1én 2 1an va 3 lan. Sy md phong vé nong do
linagliptin trong huyét twong & trang thai 6n dinh khi c6 va khong c6 sir dung ritonavir cho
thdy su ting nong do thudc khong di kém véi tang tich liy. Nhiing thay d6i nay trong duoc
dong hoc cua linagliptin khong duogc cho 1 ¢é y nghia vé mit 1am sang.

Do vdy, nhitng twong tac c6 y nghia 1am sang kho c6 thé xay ra véi cac chat tc ché P-
glycoprotein/ CYP3A4 khac va khong can thiét phai chinh lidu.

Metformin: O ngudi tinh nguyén khoe manh, st dung ddng thoi liéu metformin 850 mg ba
lAn mot ngay voi mot lidu trén ngudng didu tri 14 10 mg linagliptin mot 1an hang ngay
khong 1am thay d6i c6 y nghia 1am sang duoc dong hoc ciia linagliptin.



Sulphonylurea: Dugc dong hoc & trang thai 6n dinh khi dung lidu 5 mg linagliptin khong bi
thay d6i khi dung cung véi mot liéu don 1,75 mg glibenclamid (glyburid).

Anh hwéng ciia linagliptin déi véi cdc thudc khdc

Trong cac nghién ctru 1am sang nhu mo t4 dudi day, linagliptin khong c¢6 anh hudéng dang
ké vé mat 1am sang dén duoc dong hoc cua metformin, glyburid, simvastatin;-warfarin,
digoxin hodc cac thudc tranh thai dudng udng, diéu nay cung cip bang chimng invive cho
thiy xu hudng it gdy tuong tac thudc véi cac co chit cia CYP3A4, QYP2C9) CYP2CS, P-
glycoprotein va chat van chuyén cation hiru co (OCT).

Metformin: O nguoi tinh nguyén khoe manh, str dung dong thoi liéu metformin /850/mg ba
lAn mot ngay voi mot lidu trén ngudng didu tri 14 10 mg linagliptin motolan hang ngay
khong 1am thay d6i c6 ¥ nghia 1am sang duoc dong hoc cua metformin. Do d6, linagliptin
khong phai 1a mot chat e ché van chuyén qua trung gian OCT.

Sulphonylurea: Ding nhiéu liéu linagliptin 5 mg duong ubng va mét liu don 1,75 mg
glibenclamid (glyburid) dan dén giam 14% & ca hai gia tri AUC va Cumax ctia glibenclamid
khong dang ké vé mit 1am sang. Do glibenclamid dugc chuyén hoa chii yéu boi CYP2C9,
nhitng dir liéu nay ciing hd tro cho thay linagliptin khong phai 13 mot chit te ché CYP2C9.
Céc tuong tac c6 y nghia 1am sang kho c6 thé xdy ra véi cac sulphonylurea khac (vi du
glipizid, tolbutamid va glimepirid) dugc thai trir cha yéu boi CYP2C9 twong ty nhu
glibenclamid.

Digoxin: St dung ddng thoi da lidu hang ngay linagliptin 5 mg voi da lidu 0,25 mg digoxin
khéng c6 anh huong dén dugc dong hoc cia digoxin & ngudi tinh nguyén khoe manh. Do
d6, linagliptin khong phai 13 mot chat ¢c ché sy van chuyén qua trung gian P-
glycoprotein in vivo.

Warfarin: Ding da liéu hang ngay linagliptin 5 mg khong lam thay d6i dugc dong hoc ciia
S(-) hodc R(+) warfarin, mot co chat CYP2C9, diéu nay cho thiy linagliptin khong phai 1a
mot chat trc ché CYP2C9.

Simvastatin: Ding da 1iéu hang ngay linagliptin 10 mg (trén ngudng diéu tri) c6 anh hudng
tbi thiéu dén duoc dong hoc ¢ trang thai on dinh cua simvastatin, mot co chit CYP3A4 nhay
cam & ngudi tinh nguyén khoe manh. Sau khi dung 10 mg linagliptin ddng thoi véi 40 mg
simvastatin mdi ngay trong 6 ngay, AUC huyét tuong cua simvastatin ting 34% va
Cmax huyét trong ting 10%. Do d9, linagliptin duoc xem nhu 13 mot chat e ché yéu chuyén
hoa qua trung gian CYP3A4 va viéc diéu chinh lidu luong cia cac chat sir dung dong thoi
dugc chuyén hoa boi CYP3A4 dugc xem nhur 1 khong can thiét.

Thubc tranh thai dwong uéng: St dung dong thoi véi 5 mg linagliptin khong 1am thay d6i
duoc dong hoc ¢ trang thai 6n dinh cua levonorgestrel hoac ethilylestradiol.

Thirc @n: Sinh kha dung tuyét dbi cua linagliptin x4p xi 30%. Do viéc sir dung dong thoi
linagliptin trong bira dn gidu chat béo khong c6 anh hudng cé y nghia 1am sang d6i véi duoc
dong hoc, linagliptin c6 thé sir dung cung hodc khong cung véi thire an.

11.2. Twong ky ciia thude

Do khéng c6 cic nghién ctru vé tinh twong ky cua thude, khong tron 13n thude nay véi cac
thube khéc.



12. Tac dung khéng mong mudn ciia thudc (ADR):

Tém tiit ho so an toin

Tinh an toan cua linagliptin nhin chung da dugc danh gia trén 6602 bénh nhan dai thao
duong type 2 trong sé d6 c6 5955 bénh nhan sir dung liéu dich 5 mg.

Trong cac nghién ctru c6 ddi chimg gia duoc, 6666 bénh nhan dugc thu nhan-ya4302 bénh
nhan dugc diéu tri voi lidu linagliptin 5 mg. 3964 bénh nhan dung linagliptin 5 mg mét 1an
mdi ngay > 12 tudn.

Trong phan tich tong hop cua cac nghién ciru 1am sang c¢6 ddi ching voi, giadwoc, nhin
chung ty 1é bi tac dung khong mong mudn & nhitng bénh nhan duoc didu trivéi gia dugc 1a
tuong tu khi dung linagliptin 5 mg (63,1% so v&i 60,3%).

Ngtng diéu tri do tac dung khong mong mudn duwge quan sat cao hon & nhém bénh nhan
dung gid dugc so vo1 nhom dung linagliptin 5 mg (4,4% so véi 3,3%).

Do anh hudng cua diéu tri ¢6 sin ban dau trén cac tac dung khong mong mudn (vi du ha
duong huyét), cac tac dung khong mong mudn duge phan tich va trinh bay dira vao tirmg ché
do diéu tri tuong tng: don tri liéu, bo sung vao diéu tri véi metformin, bo sung vao diéu tri
v6i thiazolidinedion (thudc PPARY)), bd sung vao diéu tri v6i sulphonylurea, va bd sung
vao diéu tri v&i metformin va sulphonylurea va bd sung vao diéu tri véi insulin.

Céc nghién ctru c6 ddi chimg gia duoc bao gdm 18 nghién ctru trong d6 linagliptin dugc sir
dung nhu:

- Bbon tr1 liéu ngén han cho to1 4 tudn

- Don trj ligu > 12 tuan

- B6 sung vao metformin

- B sung vao metformin + sulphonylurea

- B6 sung vao metformin + empagliflozin

- B sung vao insulin (cing hodc khéng cung voi metformin)

Céc tac dung khong mong mudn duoc phéan loai bai cac thuat ngit SOC va MedDRA duoc
bao c4do & nhitng bénh nhan str dung linagliptin 5 mg trong 13 nghién ctru mu doi dudi hinh
thirc don trj liéu, két hop diéu tri ngay tir ddu, hodc diéu tri bo sung, duoc trinh bay theo
tirng ché do diéu trj trong bang 1.

Cac ADR duoc sip xép theo hé co quan va tan sudt xay ra: rat thuong gip (ADR > 1/10),
thuong gip (1/100<ADR < 1/10), it gip (1/1000<ADR < 1/100), hiém gap
(1/10000 < ADR < 1/1000), rat hiém gap (ADR < 1/10000), khong biét (khong thé wdc tinh
duoc tir dir liéu c6 san).

Bang 1. Cdc tac dung khéng mong muon dwgc bdo cdo & nhitng bénh nhan ding linagliptin
5 mg moi ngay dudi dang don tri liéu hodc diéu tri bo sung (phdn tich tong hop ciia cdc
nghién ciru c6 doi chirng véi gia diegc)

Cic tic dung khéng mong muon theo phdc do diéu tri

SOC Linagliptin Linagliptin + | Linagliptin + Linagliptin + | Linagliptin ~ +

... | Metformin Metformin + Insulin Metformin  +
don tri liéu

Sulphonylurea Empagliflozin

Nhiem
khuan  va




nhiém  ky
sinh trung

Viém mii
hong

it gap

It gap

Khong biét

it gap

Khong biét

Roi loan hé
mieéen dich

Qua man

it gap

it gip

it gdp

it gip

Khong biét

Réi loan
chuyén héa
va dinh
duong

Ha duong
huyét

Rét thuong gap

Roi loan
nguc, trung
that va ho

hap

Ho

It gap

it gap

Khéng biét

it gap

Khong biét

Réi loan da
day rugt

Viém tuy

Khong biét

Khong biét

Khong biét

It gap

Khong biét

Tao bon

it gap

Da va mo
duoi da

Phu mach*

Hiém gip

Hiém gip

Hiém gap

Hiém gip

May day*

Hiém gap

Hiém gap

Hiém gap

Hiém gip

Phat ban*

It gap

It gap

it gap

it gap

Pemphigoid
bong nudc*

Khéng biét

Khéng biét

Khéng biét

Khéng biét

Xét nghiem

Tang
amylase

Hiém gip

It gap

It gap

Khéng biét

It gap

Tang
lipase®*

Thuong
gap

Thuong gap

Thuodng gap

Thuong gap

Thuong gap

* Duya trén kinh nghiém khi dua ra thi truong
** Dua trén mutrc dg lipase cao > 3 x ULN quan sat dugc trong céac thir nghiém 1am sang

“Théng bdo ngay cho bdc sy hodc dwoc si khi gip cdc tic dung khong mong muén nhw
trén khi siv dung thuéc hodc bdo cdo cdc phan ikng cé hai ciia thuéc vé Trung tim Thong

tin thuéc va Theo déi phdn ikng c6 hai ciia thuéc (ADR) Quéc Gia”.
13. Qua liéu va cach xir tri:

* Qud liéu:




Trong cac nghién ctru 1am sang c6 d6i chimg trén ngudi khoe manh, lidu don 1én t6i 600 mg
linagliptin (twong dwong véi 120 1an lidu khuyén céo) dugc dung nap tét. Khong co kinh
nghiém khi dung liéu cao hon 600 mg & nguoi.

* Cdch xur tri:

Trong cac trudong hop qua liéu, nén tién hanh cac bién phéap diéu tri hd tro théng-thuong, vi
du nhu loai bo thudc chua hép thu tir da day rudt; theo doi l1am sang ya ap dung-cac,bién
phap diéu tri néu can.

14. Pac tinh duwge Iwe hoc:

Nhém dwoce ly: Thude diéu tri bénh tiéu dudng, thude te ché dipeptidyl\peptidasé 4 (DPP4),
ma ATC: A10BHOS.

Co ché tic dung:

Linagliptin 12 mot chat ¢ ché enzym DPP-4 (Dipeptidyl peptidase 4, EC 3.4.14.5), la
enzym tham gia vao qué trinh bat hoat hormon incretin GLP-1 va GIP (peptid-1 gidng
glucagon, mot polypeptid kich thich insulin phu thudc glucose). Nhitng hormon nay thuong
bi phan hity nhanh boi enzym DPP-4. Cé hai hormon incretin lién quan dén sy diéu tiét sinh
1y cho can bang glucose. Incretin duoc bai tiét & mot ndng do thap trong sudt ngay va ndng
d6 nay tang 1én ngay lap tirc sau khi an. GLP-1 va GIP ting sinh tong hop insulin va bai tiét
tir cac té bao beta ¢ tuy trong tinh trang binh thuong va tang duong huyét. Hon thé nita,
GLP-1 ciing lam giam bai tiét glucagon tir cac té bao alpha & tuy, ddn dén 1am giam bai tiét
duong & gan. Linagliptin gan két rat hiéu qua véi DPP-4 va co thé tach roi duoc, nhd d6 1am
tang nong d¢ incretin hoat tinh 6n dinh va kéo dai. Linagliptin tang bai tiét insulin phu thudc
vao glucose va lam giam bai tiét glucagon do d6 nhin chung cai thién cin bang glucose.
Linagliptin gén két mot cach chon loc véi DPP-4 va ¢6 tinh chon loc > 10000 1an so v&i
hoat tinh DPP-8 hoac DPP-9 trén in vitro.

15. Pac tinh dwoc dong hoc:

Duoc dong hoc cua linagliptin da dugc mo ta nhiéu & nguoi khoe manh va bénh nhan dai
thao duong type 2. Sau khi ding dudng uéng 5 mg & ngudi tinh nguyén khée manh hoic
bénh nhén, linagliptin dugc hap thu nhanh véi ndng d6 dinh trong huyét trong (Tmax trung
vi) xuét hién 1,5 gid sau khi ding.

Nong d6 linagliptin trong huyét twong giam theo 3 giai doan véi thoi gian thai trir dai (thoi
gian ban thai tdn cing cta linagliptin dai hon 100 gid), didu nay hau nhu hoan toan lién
quan dén trang thai c6 thé bio hoa, lién két chat ché cua linagliptin voi DPP-4 va khong gop
phan vao viéc tich lity cta thude. Nira doi tich lily c6 hiéu qua cua linagliptin duoc xac dinh
sau khi udng da liéu 5 mg linagliptin, x4p xi 12 gio. Sau khi ding mét lidu duy nhat mdi
ngdy, nong do huyét trong & trang thai 6n dinh cua linagliptin 5 mg dat dugc sau khi dung
lidu thir 3. AUC huyét twong cua linagliptin ting vao khoang 33% sau khi dung nhiing liéu
5 mg & trang thai 6n dinh so voi liéu dau tién. Hé s bién thién trong mdi bénh nhan va giita
cac bénh nhan dbi v6i AUC linagliptin 14 nho (twong tng 1a 12,6% va 28,5%). AUC huyét
twyong cia linagliptin ting dudi mirc ty 1& véi lidu. Duoc dong hoc cua linagliptin nhin
chung 13 twong dwong & ddi twong khée manh va & bénh nhan dai thao duong type 2.
Hip thu: Sinh kha dung tuyét d6i cua linagliptin x4p xi khoang 30%. Udng linagliptin cing
vGi bita an gidu chat béo khong c6 anh hudng cd ¥ nghia 1am sang vé duoc dong hoc,



linagliptin c6 thé duoc dung cung hoic khong cung véi thie dn. Cac nghién ctru in vitro chi
ra linagliptin 12 mot co chat cua P-glycoprotein va CYP3A4. Ritonavir, mot chit (e ché
manh P-glycoprotein va CYP3A4 dan t6i tang nong d6 (AUC) gap 2 lan va dung nhiéu lan
dong thoi linagliptin véi rifampicin, mot chat cam tmg manh dbi véi P- glycoprotein va
CYP3A4, dan t6i giam khoang 40% ndng d6 AUC ciia linagliptin & trang thai-on=dinh, c6 18
do tang/giam sinh kha dung cta linagliptin béi viéc e ché/cam tmg P-glfcoprotein:

Phén bé: Do lién két mo, thé tich phan bd trung binh & trang thai 6n dinh sau'khi dung don
lidu 5 mg dudng tinh mach cua linagliptin & nguoi khoe manh vao khoang 1110 dit,cho, thay
linagliptin duoc phan bd rong rai téi ciac mo. Lién két protein huyét twongelia’ lindgliptin
phu thudc vao ndng do, giam tir khoang 99% & nong d6 Inmol/L dén 75-89% 6'nong 4o >
30nmol/L, phan anh sy bdo hoa lién két voi DPP-4 khi ting ndng d6 linagliptin. O ndéng do
cao, khi DPP-4 dugc hoan toan bao hoa, 70-80% linagliptin duoc lién két voi cac protein
huyét twong khac ngoai DPP-4, do vay 30-20% ¢ dang khong lién két trong huyét tuong.
Chuyén héa: Sau khi ding mot lidu [14C] linagliptin dang uéng 10 mg, khoang 5% chit c6
hoat tinh phong xa dugc bai tiét vao nude tiéu. Chuyén héa dong vai tro thir yéu trong qua
trinh thai trir cua linagliptin. Mot chat chuyén héa chinh véi ndng d6 twong ddi 1a 13,3%
lidu linagliptin & trang thai 6n dinh duoc phat hién 1a chat khong c6 hoat tinh dugc 1y va do
vay khong déng gop vao hoat tinh e ché DPP-4 huyét twong cua linagliptin.

Thdi trir: Sau khi cho ngudi khoe manh ding dudng udng [14C] linagliptin, khoang 85%
lidu sir dung co6 hoat tinh phong xa dugc thai trir theo phan (80%) hodc nudc tiéu (5%) trong
vong 4 ngiy udng thubc. Do thanh thai qua thin & trang thai on dinh vao khoang 70
mL/phut.

Duoc dpng trén nhitng doi twong dic bigt

Suy than: Mot nghién ctru nhan mé, da liéu duoc tién hanh dé danh gia dugc dong hoc cua
linagliptin (liéu 5 mg) & nhitng bénh nhan suy thdn man & cac muc do khac nhau so véi
nhitng d6i chimg khoe manh. Nghién ctru bao gdm nhitng bénh nhan suy chirc ning than
dugc phan loai dua trén d¢ thanh thai creatinin tir nhe (50 t&1 < 80mL/phut), trung binh (30
t61 < 50mL/phut), va ning (< 30mL/phit), ciing nhu nhitng bénh nhan méc bénh than giai
doan cubi (ESRD) dang loc mau. Ngoai ra, nhitng bénh nhan bj dai thdo duong type 2 va
suy than ndng (< 30mL/phut) cling dugc so sanh véi bénh nhan dai thao duong type 2 co
chirc nang than binh thuong. Do thanh thai creatinin dugc tinh nho do luong do thanh thai
creatinin trong nudc tiéu 24 gio hodc udc tinh tir creatinin huyét thanh dya vao cong thirc
Cockcroft-Gault:

CrCL = [140 — d6 tudi (ndm)] x trong luwong co thé (kg) {x 0,85 cho bénh nhan nir} [72 x
creatinin huyét thanh (mg/dL)].

O trang thai 6n dinh, ndng d¢ linagliptin & nhitng bénh nhan suy than nhe twvong dwong voi
ngudi khoe manh. Trong trudng hop suy than trung binh, c6 sy gia ting vira phai néng do
1én khoang 1,7 14n so v6i nhom ching. Nong d6 ¢ bénh nhan dai thao dudng type 2 bi suy
than ning ting khoang 1,4 1an so v6i bénh nhan dai thdo duong type 2 c6 chirc ning than
binh thudng. Dy doan AUC linagliptin & trang thai 6n dinh ¢ nhitng bénh nhin mic bénh
than giai doan cudi ESRD cho thdy ndng do tiép xtic twong ty nhu nhitng bénh nhan suy
than vira hodc nang. Thém vao do, linagliptin it c6 kha ndng dugc loai bo t61 mirc 4§ dang



ké qua diéu tri loc mau hodc thdm phan phuc mac. Do d6, khong can thiét phai chinh liéu
linagliptin & nhitng bénh nhan ¢ bt ky muc do suy than ndo. Ngoai ra, suy than nhe khong
c¢6 anh huong dén dugce dong hoc cua linagliptin & bénh nhan dai thdo duong type 2 theo
danh gia phan tich dugc dong hoc trén nhom nghién ctru.

Suy gan: O nhitng bénh nhéan suy gan trung binh nhe va suy gan ning (theo phén-leai Child-
Pugh), AUC trung binh va Cpax ctia linagliptin gidéng nhu nhitng ddi tygng khoe manh sau
khi ding da liéu 5 mg linagliptin. Khong can thiét phai chinh lidu }indgliptin cho ‘nhimng
bénh nhan suy gan nhe, trung binh hodc nang.

Chi s6 khéi co thé (BMI): Khong can thiét phai chinh lidu dua vao BMI-Chil & khéi'cd' thé
khong c6 lién quan 1am sang anh huong t61 duge dong hoc cua linagliptin'dgavao mét phan
tich dugc dong hoc trén dan $6 nghién ctru tir dir liéu giai doan I va giai doan II.

Gidi tinh: Khong can thiét phai chinh lidu dya vao gidi tinh. Gigi tinh khéng c¢6 anh hudng
lién quan lam sang téi dugc dong hoc cua linagliptin dwa vao mot phan tich dugc dong hoc
trén dan sb nghién ctru tir dit liéu giai doan I va giai doan II.

Nguoi cao tuéi: Khong can thiét phai chinh lidu dya vao tudi, do tudi khong c6 lién quan
lam sang anh huodng dén duoc luc hoc cua linagliptin dya vao mdt phan tich dugc dong hoc
trén dan s6 nghién ctru tir dit lidu giai doan I va giai doan II. Cac ddi twong cao tudi (65 dén
80 tudi) c6 ndng do linagliptin huyét trong tw nhu dbi twong tré tudi hon.

Tré em: Chua thuc hién dugc cac nghién clru xac dinh dugc dong hoc cua linagliptin trén
bénh nhan tré em.

Chiing téc: Khong can thiét phai chinh liéu dya vao yéu t6 ching toc. Chung toc khong co
anh hudng rd rét dén ndng do cua linagliptin trong huyét trong dya vao mdt phan tich tong
hop tir nhitng dit liéu duoc dong hoc sén c6, bao gdm bénh nhan gbe da tring, gc Tay Ban
Nha, M§ géc Phi, Chau A. Thém vao do, cac dic diém duoc dong hoc cua linagliptin dugc
ghi nhan la tuong tu nhu trong cac nghién ctru giai doan I chuyén biét & ngudi tinh nguyén
khoe manh Nhat Ban, Trung Quédc va da tring va bénh nhan dai thao duong type 2 ngudi
My gbc Phi.

16. Qui cach dong goi: Hop 3 vi x 10 vién nén bao phim. Kém theo t& huéng dan sir dung
bén trong hdp.

17. Diéu ki¢n bao quin, han dung, tiéu chuin chit hrgng cia thude:

- Diéu kién bdo qudn: Noi kho, nhiét do dudi 30°C.

- Han diing: 36 thang, ké tir ngdy san xuat.

- Tiéu chudn chit lwgng: TCCS.

18. Tén, dia chi ciia co' sé san xuit thudc:

Tén co s6 sin xudt: CONG TY CO PHAN DUQC PHAM HA TAY

Dia chi: T dan phd s6 4 - P. La Khé - Q. Ha Pong - TP. Ha Noi

S0 dign thoai: 024.33824685, 024.33522203



