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Huéng din sir dung

Lding theo don thude
VIEEN NANG CUNG VESEPAN® 150

Dé xa tam tay tré em

Doc kj huwdng din siv dung thudc trwse khi ding
1. THANH PHAN CONG THUC THUOC.
Hoat chdt: Dabigatran etexilate (duéi dang mesylate) ............. 150mg

Tq dige: Lactose monohydrate, Cellulose vi tinh thé 101, Povidon K30, Natri starch
glycolat, Magnesi stearate .............vira du.

2. DANG BAO CHE.
Vién nang cung.

M3 td: Vién nang ctmg, nip mau xanh, thin mau triing.

3. CHI PINH
Phong ngira dot quy va thuyén téc hé théng & bénh nhan ngudi 16n bj rung nhi khong
do van tim (NVAF), véi mdt hodic nhidu yéu 16 nguy co, ching han nhu dt quy trude
dé hotic con thiéu mau cyc bd thodng qua (TIA); tudi > 75 tudi; suy tim (NYHA Class
> II); dai thdo dudng; ting huyét ap.
Diéu tri huyét khéi tinh mach sau (DVT), thuyén tiic phdi (PE) va phong ngira tai phat
& ngudi 16n.
4. CACH DUNG, LIEU DUNG
Cich dung:
Nén udng vién nang ciing véi nuée, 6 thé ciing hoic khéng cling véi thirc in.
Khong md vién nang.
Nguwoi lon:
Phong ngiva dgt quy va thuyén tde hé théng & bénh nhdn nguoi lén b .':ung nhi khéng
do van tim (viét tdt la SPAF); Piéu tri huyét khoi tinh mach sdu (DVT) vé thuyén tdc
phoi (PE), phong ngiva tdi phdt:
e Thai gian sir dung:
- V&i SPAF: nén duge diéu trj tiép tuc lau dai.
- Véi DVT/ PE: Thoi gian diéu tri nén duge c4 nhin héa sau khi ddnh gid cén
thén loi ich diéu tri so voi nguy co chay mau. o
Thoi gian dicu trj ngdn (it nl}ﬁt 3 thing) nén dya trén cdc yeu (o nguy co thoang
qua (vi dg nhu phau thudt gan day, chan thuong, bét dong). Néu thai gian didu

tri dai hon, phai dya trén céc yéu td nguy co vinh vién hodic DVT hoidc PE vd
can.
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o Bang A. Ché dg liéu khuyén cdo nhu sau:

Klmyén nghi licu hrgng

Phong ngira dét quy va thuyén tic hé
thdng & bénh nhin ngudi 1én bi NVAF
voi mdt hodic nhiéu yéu t6 nguy co
(SPAF)

300 mg Dabigatran etexilate udng mdi ngay
twong dwong mét vién nang 150 mg hai lan
mdi ngay.

Didu tri huyét khéi tinh mach sdu (DVT)
va thuyén tic phdi (PE), va phong ngira
DVT tai phat va PE & nguoi 1én (DVT /

300 mg Dabigatran etexilate ubng mdi ngay
twong dwong mét vién nang 150 mg hai 1n
mdi ngay sau khi diéu tri bing thube chdng

PE) dong mau duong tiém trong it nhét 5 ngay.

Ii'!mvé{n nehi gidm liéu

Bénh nhén >80 tudi

Liéu hang ngdy 220 mg Dabigatran etexilate
ubng mdi ngay twong duwong mdt vién nang
110 mg hai lan m&i ngay.

Bénh nhin ding ddng thoi verapamil

Gidm Hdu dé xem xdt

Bénh nhén tir 75-80 tudi Liéu Dabigatran etexilate hang ngay 300 mg

hofic 220 mg nén duwge lya chon dya trén
Bénh nhén suy thén trung binh (CrCL | danh gi4 c4 nhan v& nguy co huyét khoi tic
30-50 mL / phut) mach va nguy co chady mau.

Bénh nhén bj viém da day, thyc quan
hoiic trao ngugce da day thuc quan

Nhitng bénh nhan khéc c6 nguy co chay
méu cao hon

Trong trudng hop khong dung nap duge Vesepan, bénh nhan nén duge huéng din tham khio
y kién béc sT diéu trj ngay 1ap tire dé duge chuyén sang céc lwa chon didu tri thay thé ¢6 thé
chdp nhin dugc d& phong ngira dot quy va thuyén tic hé thdng lién quan dén rung nhi hofic
DVT/PE.

L)

_ % DG6i twong dic bidt:
Tré em:

VESEPAN chua duge nghién ctu & nhitng bénh nhan <18 tudi. Khong khuyén céo
diéu tri VESEPAN & tré em.

Suy thin:

Nén dénh gia chirc niing than biing viée x4c dinh d6 thanh thai creatinine (CrCL) trudc
khi bt ddu diéu tri v6i VESEPAN dé tranh didu tri cho nhitng bénh nhin suy thén
nang (vi dy CrCL< 30 mL/phut). Chua c6 dir ligu hd trg cho viée sir dung thubc &

bénh nhéan suy thin ning (dd thanh thai creatinine duéi 30 mL/phut); khong khuyén
céo diéu tri VESEPAN & nhém bénh nhén nay (xem CHONG CHI BINH).
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Trong khi dang diéu trf, chitc niing than nén dugc danh gia trong mot sb trudng hop
trén 1am sang khi nghi ngd chire néng thin ¢6 thé suy gidm hodic xAu di (vi du giam thé
tich tudn hoan, mat nude, va dung dong thoi véi mot s6 thude, v.v.).

Vé lidu dung, xem bang A. Ché d6 liéu.

Ngudi cao tuoi:

Kinh nghiém l1am sang vé sir dung thudc cho bénh nhén cao tudi 75 tudi) vin con
han ché. Nén than trong khi diéu trj cho ddi twgng bénh nhén nay. Liéu khuyén cdo,
xem bang A. Ché d¢ lidu.

Cac nghién ciru duge dong hoc & bénh nhédn cao tubi hon cho thiy cé ting ndng @b thubc &
nhimg bénh nhan suy giam chirc ndng than do tudi tic. e

15C-0;
Do suy giam chire niing than c6 thé thuong gip hon & ngudi cao tudi (>75 tudi), nén danh gia wish
chirc ning than biing viée xéc dinh do thanh thai creatinine (CrCL) trude khi biit ddu diéu tri ) N:J
véi VESEPAN @ tranh didu trj cho nhiing bénh nhén suy thin ning (tGc la CrCL<30 3 Pr
mL/phit). Chitc ndng thén cling nén dugc danh gia trong mot 50 tinh hubng lam sang khi c6 Duc
nghi ngd chitc nang thén suy giam hodic x4u di (vi du gidm thé tich tudn hoan, mét nuéc va ALD
ding ddng thoi véi mot s& thude,v.v..). HE

Ciin niing:

Khong can thiét phai chinh lidu, nhung can gidm sat k§ dau hiéu 1dm sang & nhitng bénh nhéan
¢6 can nang dudi 50 kg.

Bénh nhin cé nguy co chdy mau )
Nhiing bénh nhén ¢6 nguy co chay mau ting cao nén duge theo di chit che vé mit 1dm sang

(tim ddu hiéu chay méu hoiic thiéu mau). Viéc didu chinh lidu nén duge quyét dinh theo quyét
dinh cta bac sf, sau khi d4nh gié loi ich va nguy co tiém 4n dbi v6i timg bénh nhan (xem
Béang A. Ché do lidu khuyén cdo & trén). Xét nghiém ddng miu c6 thé gitp xac dinh bénh
nhan ¢6 nguy co chay méu ting do tiép xic qua nhidu véi dabigatran. Khi xdc dinh phoi
nhiém dabigatran qué mite & nhétng bénh nhan ¢6 nguy co chiay méu cao, khuyén cdo giam
liéu con 220 mg tirc udng mdt vién nang 110 mg x 2 1in / ngay. Khi xuét hién chay mau lién
quan dén 1am sang, nén ngimg diéu tri.

Déi véi céc déi tuong bi viem da day, thire quan hoiic trao nguge da day thye quéan, c6 thé cin
nhiic giam liéu do nguy co chay méu da day - rut ting cao (xem bang A. Ché db liéu khuyén
cdo & trén).

St dung dong thoi VESEPAN véi cic chiit tvc ché manh P-glycoprotein, vi dy nhw

amiodarone, quinidine hodc verapamil:

Nén giam liéu VESEPAN con 150 mg ding mot 1An mot ngay tire 2 vién nang 75 mg
& nhitng bénh nhan diung dong thoi VESEPAN va amiodarone, quinidine hodc
verapamil (xem TUONG TAC THUOC).

Nén tranh bt ddu didu trj v6i verapamil & nhitng bénh nhin sau dai phau chinh hinh
ma dang st dung VESEPAN. Ciing nén trdnh viée bit ddu diéu tri dong thoi
VESEPAN véi verapamil.

Chuyén tiv diéu tri VESEPAN sang thube chéng dong dang tiém:
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Cho 24 gidr sau lidu cudi cling trude khi chuyén tir didu tri véi VESEPAN sang mit
thude chéng déng dang tiém.
Chuyén tiv diéu tri thubc chéng dong dang tiém sang VESEPAN:

Nén ding VESEPAN 0 - 2 gidr true khi dén Iic ding liéu tiép theo cua trj liu céch
quang, hofic tai thai diém ngimg ding thude trong trudng hop tri ligu lién tyc (vi dy
Heparin dudng tinh mach).

Chuyén nhip:

Déi véi chi dinh: Phong ngiva dét quy, thuyén tic hé théng va gidm tir vong do nguyén
nhdn mach mdu o nhiing bénh nhdn rung nhi (SPAF):

Bénh nhén c6 thé tiép tuc ding VESEPAN trong khi dang duge chuyén nhip.

Quén lidu:

Phong ngiva dt quy, thuyén tic hé théng vi giam tir vong do nguyén nhdn mach mdu
o nhitng bénh nhdn rung nhi khéng do van tim (SPAF):

Liéu bi quén ctia VESEPAN c6 thé duoc ding néu thoi gian khi phai ding liu tiép
theo 1a hon 6 gid. Nén bd qua lidu bj quén néu khoang thdi gian trwée khi phai diing
lidu tiép theo khong qud 6 gid.

Khéng duge ding lidu gép déi dé bu vao cée liéu riéng 1¢ b quén.

Ngirng st dung Vesepan:

Khoéng nén ngling didu trj Vesepan ma khong co 161 khuyén y t&. Bénh nhén nén lién
hé véi béc si diéu tri néu ho xuét hién céc tridu chimg tidu héa nhu khé tiéu.

5. CHONG CHI PINH

- Qua min véi dabigatran hofic dabigatran etexilate hodic mot trong céc 14 duge cia
thudc

- Suy thén niing (CrCL < 30 mL/phat), Suy gan ho#ic bénh gan ¢6 thé anh hudng dén
su séng con.

- Cac biéu hién chay mau, bénh nhan c6 co dja chay mau, hodic bénh nhin giam dong
mau do dung thudc hay ty phat.

- Cée ton throng & co quan ¢ nguy co chiy mau cao trén 1dm sang, bao gdm dot quy
xuat huyct trong vong 6 thang.

- Didu trj ddng thoi v6i cde chit te ché P-gp manh sau: ketoconazole toan thén,
cyclosporine, itraconazole, dronedarone va két hop lieu co dinh glecaprevit/
pibrentasvir (xem TUONG TAC THUOC).

- Bénh nhan dit van tim nhén tao co hoc.

- Pidu tr dong thoi véi cdc thude chéng déng khic nhu heparin (UFH), cdc heparin
trong luwgng phén tir thap (nhu enoxaparin, dalteparin), cdc dan xuat heparin (nhuw
fondaparinux), thuoéc chong déng duong udng (nhu warfarin, rivaroxaban, apixaban)
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ngoai trir trong nhitng trudng hop chuyén sang hodic chuyén tr VESEPAN hoiic khi
UFH dugc ding & nhitng lidu cdn thiét dé duy tri théng thuong catheter dong mach
hedc tinh mach trung tam.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC.
Nguy co xuiit huyét:

Gidng nhu cac thude chéng dong khic, nén sir dung VESEPAN than trong trong céc
trudng hop ¢6 ting nguy co gdy chay méau. Chay mau c6 thé xuét hién tai bit et vi tri
nao trong qud trinh diéu trj véi VESEPAN. Nén tim kiém noi chidy mau néu
hemoglobin va/hofic hematocrite hoiic huyét ap giam ma khong giai thich dugc nguyén
nhén.

Diéu trj véi VESEPAN khong yéu ciu theo ddi chdng dong mau. Xét nghiém INR
khong déng tin cdy & nhiing bénh nhan dang diéu trj v6i VESEPAN va dé c6 bdo céo
vé ting INR dwong tinh gid. Do viy, khong nén tién hanh xét nghiém INR,

Xét nghiém danh gia hoat tinh chdng dong mau nhw thoi gian thrombin (TT), thoi gian
déng mau ecarin (ECT) va thoi gian thromboplastin tirng phén hoat héa (aPTT) ¢6 thé
duge ding dé phat hién hoat tinh qua mirc ciia dabigatran.

Tinh trang chdng déng lién quan dén dabigatran c6 thé duge danh gia bdi ECT hode
TT. Néu khong ¢6 ECT hoiic TT, xét nghiém aPTT gitp danh gia tuong d6i mirc do
chéng déng méu ciia VESEPAN.

O nhitng bénh nhan rung nhi trong thir nghiém RE-LY, didu tri véi 150 mg hai 1An m&i
ngay khi gia trj aPTT cao hon 2,0 — 3,0 lin gi6i han binh thudng tai nbng do day lién
quan dén nguy co ting chay méu.

Céc nghién ciru duge dong hoc cho thiy cé ting ndng dé thude ¢ nhitng bénh nhan suy
giam chirc niing thin do tudi tac. Chéng chi dinh ding VESEPAN trong nhitng trudng
hgp suy than nidng (CrCL < 30 mL/phut).

Nén ngirng st dung VESEPAN & nhitng bénh nhén bj suy thén cép.

Céc yéu t& nhu suy giam chire niing than (CrCL 30- 50 mL/phut), > 75 tudi, hojic dang
didu trj chit wrc ché manh P-gp c6 lién quan dén ting ndng dé dabigatran huyét tuong,
Su xuét hién ciia mdt hoic nhidu hon céc yéu td nay ¢6 thé lam ting nguy co chay méu
(xem LIEU LUGNG VA CACH DUNG).

Viée sir dung ddng thoi VESEPAN v6i cée tri liéu sau ddy chua duge nghién clru va
co thé gdy ting nguy co chidy mau: heparin (ngoai trir khi ding v6i lidu cén thiét dé
duy tri théng thuong catheter tinh mach trung tim hoiic dong mach) va céc din xuét
heparin, heparin trong lugng phan tir thdp (LMWN), fondaparinux, desirudin, céc
thube 1am tan huyét khéi, céc thube déi khang thu thé GPIIb/IIla, ticlopidine, dextran,
sulfinpyrazone, rivaroxaban, prasugrel, cac thube déi khang vitamin K, cde thude e
ché P-gp, itraconazole, tacrolismus, cyclosporine, ritonavir, tipranavir, nelfinavir va
saquinavir,
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St dung dong thoi véi dronedarone lam ting hdp thu dabigatran va khéng dugc
khuyén cdo.

Sir dung ddng thoi véi ticagrelor lam ting hép thu dabigatran va c6 thé cho thdy twong
tac dugce lure hoe dan dén tdng nguy co chay méau.

Nguy co chiy méu c6 thé tang 1én & nhitng bénh nhan didu trj ddng thoi véi cac chit
irc ché tai hép thu ¢6 chon loc serotonine (SSRI) hotic cdc thube tre ché tai hép thu
serotonine norepinephrine (SNRI).

Trong nhitng trudng hop ¢é ting nguy co chdy méu (vi du méi duge sinh thiét hoic bi
chén thwong niing, viém ndi tim mac do vi khudn), nhin chung cén dugc theo dai chit
ché (dé phat hién cac d4u hiéu chay méu hodic thiéu mau).

Sir dung céc thube khang viém khong steroid (NSAID) dé giam dau trong thoi gian \
ngén trude hoic sau phiu thudt khong 1am ting nguy co chiy mau khi didu tri két hop <

voi VESEPAN. Biing chiing v& viée st dung NSAID thong thudng c6 thoi gian ban i
thai dudi 12 gio trong qua trinh didu trj voi VESEPAN con chua dAy dii va khong thdy f

ting nguy co chday mau.

Phong ngira dgt quy, thuyén tic hé thong va giam tir vong do nguyén nhdn mach mau
o nhitng bénh nhdn rung nhi (SPAF):

Str dung dong thoi véi cac thude chéng két tap tidu cAu (bao gbm aspirin va
clopidogrel) va céc thubc NSAID lam ting nguy co chay mau. Dic biét, khi sir dung
ddng thdi voi cac thude chdng két tap tidu cdu hoiic rc ché manh P-gp & bénh nhén >
75 tubi, nguy co chiy mau nghiém trong, trong dé ¢6 xudt huyét tiéu hoa ting 1én, Néu
c6 nghi ngd chdy mdu trén lam sang, nén dp dung céc bi¢n phdp thich hop nhur xét
nghiém méu 4n trong phin, hodc kiém tra xem hemoglobin cé bi giam khong.

Tiwong tic véi cic thudc gay cim teng P-gp:

Viée st dung dong thoi VESEPAN véi thude gy cam g manh P-gp nhu rifampicin
lam giam ndng dd dabigatran trong huyét twong. Céc thudc gy cém ung P-gp khac
nhu St. John’s Wort hoiic carbamazepine ciing ¢6 thé lam giam ndng dd dabigatlan
trong huyét twong, va nén than trong khi sit dung phdi hop (xem TUONG TAC
THUQC).

Phéu thugt va Thii thugt can thigp:

Céc bénh nhan dang diéu tri v6i VESEPAN ma trai qua phiiu thudt hoiic céc thi thudt
xam lén ¢6 ting nguy co chay mdu. Do vdy, ¢6 thé cin tam ngimg str dung VESEPAN
dé tién hanh nhirng can thiép phéu thuit (xem DUGC DONG HOC).

Giai doan triwée khi phiu thuit:

Do nguy co ting chiy mau, nén tam ngung VESEPAN trude khi tién hanh céc tha
thut xdm 14n hoiic tién hanh pha’iu thuét. Néu c6 thé, nén ﬂgtrng stt dung VESEPAN it
nhét 24 gid trwde thi thudt xAm l4n c6 phiu thuit hodic phau thuit, G nhirng bénh nhén
c6 nhidu nguy co xuét huyét hon hoic trong dai phiu khi cén dén qué trinh déng méau
tot, nén ngimg sir dung VESEPAN 2 - 4 ngay truéc khi phdu thuét. Thanh thai cia

6/15



https://trungtamthuoc.com/

dabigatran & nhitng bénh nhén suy thin c¢é thé dai hon. Piéu nay cén dwge xem xét
trude bat ky tha thudt ndo (xem Bang 1 va DUCC PONG HOC).

Béang I: Tém tit cac quy tic ngung thude trude khi tién hanh tha thuét xdm 14n hoiic
phéu thudt

Chite néing thin Thoi gian thai tri Ngirng dabigatran truwée khi phiu
(CrCL mL/phnit) du kién (gid) thuit chwong trinh
Nguy co chiy | Nguy co thong
maiu cao hodic dai | thwong
phéu
>80 ~ 13% 2 ngay trudce 24 gid trude
=50 - <80 w~ 15" 2 ~ 3 ngay trude 1 ~ 2 ngay trude
>30-<50 ~ 18%* 2 ngay trudc 2 ~ 3 ngay ftrudc
(>48 gidy)

* dé biét thém chi tiét xem bang phian DUGC PONG HQC.

Chéng chi dinh stir dung VESEPAN & nhiing bénh nhén suy thén niing (CrCL < 30
mL/phiit) nhung néu trudng hop ndy cé xay ra thi nén ngimg sir dung VESEPAN it
nhit 5 ngay trude khi dai phiu.

Nén tam thoi ngimg str dung VESEPAN néu cén c6 nhitng can thiép tirc thoi. Néu cé
thd, nén tri hodn tha thudt can thidp/phiu thuét cho téi it nhét 12 gio ké tir lidu ding
cudi ciing. Néu khong thé tri hodn phau thuét thi c6 thé ting nguy co chay miu. Nguy
co chdy mau nay nén duge cin nhic ciing voi tinh khin cép cia vige can thiép (ddi voi
chuyén nhjp xem “LIEU LUGNG VA CACH DUNG”).

Giy 1é tiiy song/Gay té ngoai mang citng/Choc do tily song:

Cac tha thudt nhu gy té tiy sdng c6 thé cén chirc niing cdm méu hoan chinh.

Nguy co bi khdi mau tu ngoai mang clig hoic tily séng cé thé ting Ién trong nhiing
trudng hop cham vét thuong hoiic choc do lip di Lip lai va do dit catheter ngoai mang
cirng kéo dai sau khi rat catheter, can chd it nhit I gid trude khi bit dau dung liéu
VESEPAN diu tién. Cin thudng xuyén theo d&i cdc ddu hiéu va triéu chimg thin kinh
ctia hién tugng khéi méu tu ngoai mang cing hofc tuy sbng & nhitng bénh nhin nay.
Giai doan sau thi thugt:

Tiép tuc didu tri lai sau khi dat dwgc cAm méu hodn toan.

Bénh nhin thay van tim sinh hoc

Chua c6 danh giad viéc sir dung dabigatran etexilate cho bénh nhén dat van tim sinh
hoc, do d6 khong khuyén céo sir dung dabigatran etexilate trén doi tugng bénh nhén
nay.
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T;:i duge:

Do trong thanh pl}z}in c6 chira lactose, khﬁl}g nén stir dung cho bénh nhédn khong dung
nap galactose, thicu hut lactase hodc kém hap thu glucose — galactose.

7. SUDUNG THUOC CHO PHU NU’ CO THAI VA CHO CON BU

Thai ky

Hign khong co dit li¢u 1am sang nao vé viée sir dyng thudc & phu nit ¢6 thai. Nguy co
doi vai thai nhi chua dugc biét.,

Phu nit dang trong d0 tudi sinh san cln trdnh ¢6 thai frong qua trinh diéu trj vai
VESEPAN va khong nén diéu tri v6i VESEPAN & phu nit dang mang thai trir khi lgi
ich mong doi nhi¢u hon so véi nguy co.

Cho con but
Hién chua ¢ dit lidu 1dm sang. Nén thén trong bing cdch ngimg cho con b,
Kha ning sinh sin

Khong c6 dit liéu 1dm sing, Cac nghién ctu tién 1dm sing trén kha ning sinh sin
khong cho thiy bit ky tic dung ngoai ¥ trén kha ning sinh san hogic phét trién cua
dong vit sau khi sinh.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY
MOC

Chua c6 nghién ctru nao dugc thye hién trén tic dong téi kha ning lai xe va van hanh
may moc.

9, TUONG TAC, TUONG KY CUA THUOC
Str dung dong thoi VESEPAN viéi cac thube tac dong 1én su cdm méu hojic déng méu,

bao gdm cac chit dbi khing Vitamin K c6 thé 1am ting dédng k& nguy co chay mau.
(xem CANH BAO VA THAN TRONG)

Dabigatran etexilate va dabipatran khong bi chuyén héa béi hé thong cytochrome
P450 va khong cé tac ddng trén hé¢ enzyme cytochrome P450 ctia ngudi in vitro. Do dé
cdc tuong tac thude — thudc lién quan khé ¢6 kha ning xay ra vai dabigatran etexilate
hofic dabigatran.

Twong tdac P-gp:

Ctic thude trc ché P-glycoprotein:

Dabigatran etexilate 12 mdt co chit cho chit van chuyén xudt bao P-gp. St dung ddng
thdi céc chat e che P-gp (nhu amiodarone, verapamil, quinidine, ketoconazole toan
than, dronedarone, ticagrelor va clarithromycin) c6 thé 1am ting ndng d6 dabigatran
trong huyét tuong.

Chéng chi dinh st dung ddng thoi véi ketoconazole toan thén.
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Néng do dabigatran & nguoi tinh nguyén khée manh ting 1&n khoang 1,6 1an (+60%)
khi ¢6 swr xuat hién cia amiodarone.

O nhitng bénh nhén trong nghién ciru RE-LY ndng dd nay ting khong qua 14% va
khong quan sat thay tang nguy co chay m4u.

Verapamil:

Khi ding VESEPAN (150 mg) cling v6i verapamil duong udng, Cmax va AUC cia
dabigatran duoc ting 1én nhung mirc d¢ thay ddi nay 1a khac nhau, phu thudc vao thai
gian ding thude va dang ché phim cia verapamil. O nhitng bénh nhan trong nghién
ctru RE-LY ndng do ndy ting khong qud 21% va khong quan sét thdy ting nguy co
chay mau.

Quinidine:

Néng d6 dabigatran & ngudi tinh nguyén khoe manh ting 1én khoang 1,5 l4n (+53%)
khi c6 sy xudit hién ciia quinidine.

Clarithromycin:

Néng d6 dabigatran & ngudi tinh nguyén khée manh ting 1én khoang 19% khi ¢6
clarithromycin ma khong c6 bit cit vin d& lo ngai vé tinh an toan nao trén lam sang.

Ketoconazole:

Nong d9 dabigatran ting 1én khoang 2,5 1dn (+150%) sau khi dung don lidu va da lidu
clia ketoconazole todn thin (xem CHONG CHI DINH).

Dronedarone:

Nong d6 dabigatran ting 18n 2,1 1dn (+114%) hodic 2,4 14n (+136%) turong tng sau khi
ding don lidu hoiic da liéu dronedarone.

Ticagrelor:

Nong @6 dabigatran & ngudi tinh nguyén khée manh ting 1,46 1an (ting 46%) khi c6
swr xuiit hién cua ticagrelor & trang théi dn dinh hoiic ting 1,73 14n (ting 73%) khi ding
dong thai lidu tai ticagrelor va lidu don 75 mg dabigatran etexilate.

Cdc thudc la co chét ciia P- gl 'yeoprotein:

Digoxin: Trong mdt nghién ciru dwoc tién hanh trén 24 ngudi khde manh, khi sir dung
VESEPAN cling v6i digoxin, di quan st thy khong c6 sy thay ddi digoxin va khong
c6 nhitng thay ddi lién quan dén lam sang vé& ndng do dabigatran.

Thude gdy cam tmg P-glycoprotein:

Sau 7 ngdy diéu trj véi 600 mg rifampicin ngay 1 ldn, cd AUCy-e, v Cmax clia
dabigatran lan lugt gidam 67% va 66% so véi didu trj tham chidu.

Sir dung dong thoi vdi cac thude cam Gng P-gp (vi du rifampicin) lam gidm nbng @4
dabigatran va nén tranh (xem CANH BAO VA THAN TRONG).

10. TAC DUNG KHONG MONG MUON CUA THUOC
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Chdy mdu

Chéay mau 12 tc dung phu lién quan nhiéu nhét t6i VESEPAN, xéc dinh bdi déu hiéu
chéy mau 6 bit ky mirc do nghiém trong va xmt hién trong khoang 14% bénh nhén
diéu trj ngan han trong phau thuat thay khép gdi hoic klmp h’mg va 16,5% bénh nhéan
rung nhi diéu trj dai han phong ngira dot quy va thuyén tic hé thong.

Mic dii tin sudt hiém gip trong céc nghién ciru lam sang, chdy méau nang hodc nghiém
trong ¢ thé xay ra va & bit k& vi tri nao, c6 thé din t6i hdu qua tan tit, de doa tinh
mang hodic thim chi gy tir vong.

Ty 1& chay méu néi chung la twong ty gitta cic nhom diéu trj va khdng c6 su khéc biét
dang ké.

Phong ngira dét quy, thuyén tdc hé thong va gidm tir vong do nguyén nhdn mach mdu
o nhiing bénh nhdn rung nhi khéng do van tim:

Chay mau niing khi dap tng it nhiit mdt trong s6 céc tidu chi sau:

v Chdy mdu cing véi Vvige giam haemoglobm it nhat 20 g/L hogc din t6i phai
truycn méu véi it nhit 2 don vi méu hodic héng ciu ling

v/ Biéu hién chay mau & mot vj tri hay co quan quan trong: ndi nhan ciu, ndi so,
trong tily séng hogic trong co véi héi chirng chén ép khoang, chiay méu sau
phic mac, chiay médu trong khdp hogc chay mau mang ngoai tim.

Chéy mdu ning duge phin loai 14 de doa dén tinh mang bénh nhan néu dap tng it nhit
mdt trong so céc tiéu chi sau:

v" Chay mdu gdy tir vong; chdy mau ndi s¢ ¢6 tri¢u chirng; giam hacmoglobin véi
it nhédt 50 g/L; truyén it nhét 4 don vi mau hodic hdng ciu ling; chiy mau di
kém véi vige tut huyét ap va yéu ciu phai ding céc chét vin mach theo duong
tinh mach; chay méu cin phai can thiép phiu thujt,

Céc bénh nhan duge chon ngau nhién ding dabigatran etexilate liéu 110mg hai lin
mﬁl ngdy va lidu 150 mg hai 14n mdi ngay cd nguy co chay méu de doa tinh mang, djt
quy do xuét huyct va chay méu ndi so thip hon déng ké so v6i warfarin [p<0,05]. Ty
1& chay méu tét cd céic loai thdp hon ¢6 ¥ nghia théng ké & ca hai ham lwong dabigatran
etexilate. Bénh nhén chon ngiu nhién vao nhom dabigatran etexilate lidu 110mg hai
1dn m&i ngay c6 nguy co chay mau niing thap hon déng ké so véi warfarin (ty s6 nguy
hai 0,80, p=0,0026).

Tdc dung phu:

Céc phdn (mg khéng mong mudn dwge phén loai theo hé co quan (system organ class,
SOC) va MedDRA duge bdo céo tir bit ky nhom didu tri cho mdi nhém bénh nhan cia
tit cd cac nghién clru ¢6 nhém chimg duoc lidt ké duoi diy. Cac tac dyng phuy nhin
chung lién quan dén co ché duge 1y hoc cia dabigatran etexilate va céc bién ¢b lién
quan dén chay mau c6 thé xdy ra & cdc co quan va vi tri gidi phéu khéc nhau.
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Ty 1& céc tac dung phy quan sat duge cia dabigatran etexilate & nhitng bénh nhan didu
tri trong phong ngira TTHKTM sau phau thudt thay khép goi hodc héng nim trong
pham vi tuong tyr enoxaparin.

Ty 1& céc tac dung phy quan sdt dugce ciia dabigatran etexilate & nhitng bénh nhan didu
tri trong phong ngira d6t quy & bénh nhén rung nhi 14 ndm trong pham vi tuong ty
warfarin ngoai trir rdi loan da day rudt c6 mét ty 1¢ cao hon & trong nhom dung
dabigatran etexilate.

Cdc tdc dung phu dwoc xdc dinh tir cdc nghién citu phong ngira tién phdt tai bién
TTHKTM sau dai phau chinh hinh va phong ngia djt quy do thuyén tde mach va
thuyén tdac hé thong ¢ bénh nhdn rung nhi:

R&i loan hé mau va bach huyét

o K s g s A A
Thieu mau, giam tiéu cau

Ri loan hé mién dich

Qu4 mén véi thude bao gdbm may day, phat ban va ngira, co thit phé quan, phi mach,
phan tng phan vé

Réi loan hé thdn kinh

Xuét lluyét ndi so

Roi loan mach

Mau ty, chay mau
Rdi loan hd hép. ngue va trung thét

Chay mau mili , ho ra mau
Réi loan da day rudt

Xuit huyét tiéu hoa, dau bung, tidu chay, kho tiéu, budn ndn, loét da day, viém thyc
( quan, trao ngugc thue quan, ndn, khé nudt

Roi loan gan mat

Bit thudng chire niing gan
R6i loan da va moé dudéi da

Xuét huyét da

R6i loan xuong, co xuong khop va mo lién két

Tu méu khép

R&i loan thin va tiét niéu

Xuht huyét niéu sinh due,

Ro1 loan toan thin va tai vi tri str dung

Xuit huyét noi tiém, xuit huyét tai vi tri dit catheter
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Ton thuong, ng¢ doc hodc nhiing bién ching sau thi thugt
Chay méu do chéan thuong, chay mau tai vét rach
Cic tde dung phu cu thé dige xde dinh theo méi chi dinh

Phdng nglra tai bién TTHETM & nhitng bénh nhédn sau dai Qirc?u chinh hinh:

Roi loan mach méu

Chay méu tai vét thuong
R&i loan toan thin va tai vi trf s dung
Tiét dich ¢6 méu

Tén thwong, ngd doc hoic nhitng bién ching sau tha thudt

Khdi méau tu sau thi thudt, chdy mau sau thi thudt, thiéu mau hau phiu, tiét dich sau
thu thudt, vét thuong tiet dich

Céc thu thudt ndi khoa va ngoai khoa

Dén luu vét thuong, din luu hiu phiu

Phong ngira dot guy, thuyén tic hé thong va giam tir vong do nguyén nhédn mach mdu

o nhirng bénh nhdn rune nhi:

Khong ¢
Théng bdo cho bic s§ cdc tde dung khdng mong mudn gdp phdi khi st¢ dung thudc.
11.QUA LIEU VA CACH XU TRi

Qua liéu khi ding VESEPAN c6 thé din dén cac bién chimg chay mau do dic tinh
duge lue hoc cia thude. Khong c6 sin thudc gidi ddc ddc hiéu doi khang véi hoat tinh
duge luc hoe cia VESEPAN. Diing lidu cao hon céc lidu duoe khuyéti cdo lam tang
nguy co chay mau.

( Trong trudng hop nghi ngd qua lidu, xét nghiém dong mau c6 thé gitp xac dinh nguy
co chiy mau (xem phan CANH BAO VA THAN TRONG va DUGC LUC HQC).
Kiém tra dinh lwgng hiéu chuén (dTT) hodc phwong phap do dTT lip lai cho phép dy
doan thoi gian khi nao s& dat dén cic ndng do dabigatran (xem phin DAC TINH
DUGC PONG VA DUGC LUC HOQC), ciing nhu trong trudng hop ding cdc bién
phép bd sung vi du nhu loc mau da duge bt déu.

C6 thé phai ngimg sir dung VESEPAN khi ¢6 téc dung chdng déng méu qué mie. Khi
c6 cdc bien chimg chdy méu, phdi nglng dicu tri va xdc dinh vi tri chdy mau. Do
dabigatran dugc thai trir chit yéu qua than, can duy tri lugng nude tidu thich hop.

Nén tién hanh céc bién phéap didu trj chudn thich hop, nhw phiu thuit cAm mau va bdi
hoan lirgng méu mit, Ngodi ra, ¢6 thé cin nhfic viée sir dyng méu twoi toan phin hodc
huyét twong twoi déng lanh. Do lién két véi protein thép, dabigatran c6 thé duoc thim
phdn, tuy nhién céc kinh nghiém 14m sing v& viéc ding bién phdp loc mau trong
trudng hop nay con han ché.
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lec hop pmtlnombm dam déc hoat héd (w du FEIBA) hoic yéu td Vlla tai td hgp
hoic céc ché phdm dam dic chira céc yéu t6 dﬁng méu II, IX, X nén dugc xem x¢ét sir
dung. C6 mét vai bang chimg thuc nghiém dé hd trg cho vai trd ctia cac yéu t nay
trong viéc ddo ngugce hiéu qua chéng dong cia dabigatran nhung sur hitu ich ctia chiing
trén 1dm sang chura duge chitng minh mdt cach ¢6 hé théng. Kidm tra déng méu cé thé
trd nén khong tin cﬁy sau khl dung cdc thude dio nguge duqc goi y Nén thdn trong
ddi véi viée truyen tidu clu dam dic trong trudng hqrp ¢6 thiéu tiéu ciu hojc da st
dung cac thude khéng tiéu cdu co hoat tinh kéo dai. Tt ca didu trj triéu ching dugc

£ 4 - f;iia_'ﬂ};
dua ra theo quy¢t dinh ctia bac si. ==

12.DAC TINH DUQC LUC HOC. ?g"fffi A
Méa ATC: BO1AEO7 pUgc
Nhém duge 1y: thube tre ché thrombin tryc tiép dung duong ubng Al "*Iz\.

HE B

Dabigatran etexilate 1a mdt tién chét c6 phan tir lugng nho va khong c¢6 tdc dung dugc —_—
1y. Sau khi uéng, dabigatran etexilate dugc hip thu nhanh chéng va chuyén héa thanh

dabigatran nhd sy thiy phdn dwge xic tdc béi esterase trong huyét twong va gan.

Dabigatran 13 mot chit wre ché thrombin trye tiép, co hbi phuc, manh vi c6 tinh canh

tranh va 1 chit ¢6 hogt tinh chinh trong huyét twong.

Do thrombin (serine protease) gitp chuyén ddi fibrinogen thanh fibrin trong qué trinh
dong mau, ding thudc tre ché thrombin s& ngin chin sy hinh thanh cuc mau doéng.
Dabigatran ciing trc ché thrombin ty do, thrombin lién két voi fibrin va su két tap tidu
chu do thrombin,

Céc nghién ctru in-vivo va ex-vivo trén dong vét cho thiy hidu qua chéng huyét khéi va
hoat tinh chong déng ctia dabigatran sau khi diing theo dudng tinh mach va dabigatran
etexilate sau khi uong & cac md hinh huyét khoi trén dong vat khac nhau.

C6 mot mbi twong quan chiit ché gitra ndng do dabigatran trong huyét twong va mirc
dd higu qua chéng déng. Dabigatran kéo dai thoi gian aPTT (thoi gian thromboplastin
‘ tirng phéan hoat héa), ECT va TT.

13.PAC TINH DUGC PONG HQC

Sau khi dung dabigatran etexilate dudng udng & nhiing ngudi tinh nguyén khoé manh,
dic tinh dugce dong hoc ctia dabigatran trong huyét tuwong dugc dic trung bdi sy ting
nhanh ndng d6 trong huyét twong, véi ndng dd dinh (Cmax) dat dugc trong khoang 0,5
- 2,0 gi¢ sau khi ubng. Cmax, di¢n tich dudi dudmg cong ciia ndng do trong huyét
twong theo thoi gian (AUC) ty 1& véi liéu dung. Sau Cmax, ndng d§ trong huyét tuong
clia dabigatran giam theo ham mil kép véi thoi gian ban thai trung binh ctia pha cubi
khoang 11 gir & ngudi cao tudi khod manh. Sau khi ding da lidu, thiri gian bén thai
cubi ciing duge ghi nhan vao khoang 12 - 14 gitr. Thoi gian ban thai khong phu thude
vao lidu. Tuy nhién, thoi gian ban thai b kéo dai néu chire ndng thin suy giam nhwr
trinh bay & Bang 10 dudéi day.
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Bang 10: Thoi gian ban thdi cua dabigatran o nguoi tinh nguyén khoe manh va o
nguroi co chire néng than suy gidam

P loc ciu thin (CrCl) (mL/phiit) Thoi gian ban thai trung binh (gio)
>80 13,4 (11,0 -21,6)
>50 - <80 15,3 (11,7 -34,1)
>30 -£30 18,4 (13,3 —-23,0)
<30 27,2 (21,6 — 35,0)

Sinh kha dung tuyét dbi cia dabigatran sau khi udng dabigatran etexilate v6i vo nang
HPMC xap xi 6,5 %.

Thire &n khong anh huéng dén sinh kha dung cia dabigatran etexilate nhung giy tri
hoain thoi gian dat duge ndng dé dinh trong huyét twong khoang 2 gio.

Sinh kha dung dudng udng c6 thé ting 1én khoang 1,8 1in (+75%) so véi cong thirc
vién nang tham chiéu khi cic hat nho duge ding khong ¢é vo nang HPMC. Do dé,
irén 1am sang cin ludén ludn bao vé tinh nguyén ven ciia vé nang HPMC dé tranh vo y
1dm ting sinh kha dung cia dabigatran exetilate. Vi thé, nén khuyén bénh nhan khong
m¢& vién nang va tranh ubng céc hat thude khéng duge bao boc (vi du riic thude vao
thire #in hoiic cho vao dd néng) (xem LIEU LUGNG VA CACH DUNG).

Mot nghién ciru dénh gid sy héip thu ctia dabigatran etexilate sau phiu thudt 1-3 gi
cho thdy qua trinh hép thu bi cham hon so v6i ngudi tinh nguyén khée manh, thé hién
biing dudng cong ndng db - thdi gian bing phing, khong c6 ndng d§ dinh ting cao.
Nbng d6 dinh trong huyét tuong dat duge sau khi udng thube 6 gidy, hay khoang 7 - 9
gior sau phiu thuit (nghién ctru BISTRO Ib). Tuy nhién ciing cin Iuu y 1a do 4nh
huwdng cia nhitng yéu t6 khac nhu gy mé, liét da day rudt va tdc dong phiu thuét, s&
c6 mot ti 1& bénh nhan chim hip thu thudc bit ké dang bao ché duong udng. Mic di
nghién ctru ndy khong dy dodn dugce liéu sy giam hép thu co tiép tuc xdy ra véi cdc
lidu tiép theo khdng, mot nghién ciru khac di cho thiy sy cham va kho hip thu thude
thudng chi xdy ra trong ngay tién hanh phiu thuit. Trong cdc ngay tiép theo,
dabigatran dugc hip thu nhanh va ndng @9 dinh trong huyét tuong dat duoc trong
khoang 2 gi¢ sau khi ubng.

Chuyén hoa va thai trir dabigatran duge nghién ctru sau khi ding mét lidu don tiém
tinh mach danh déu bing ddng vi phéng xa & nhitng ddi twong nam gidi khoe manh,
Sau mdt lidu tiém tinh mach, din chit dabigatran ¢6 hoat tinh phong xa dugc thai trir
chit yéu qua thin (85%). Khoang 6% liéu ding duge thii trlr qua phan. Khoang 88-
94% lidu dung danh ddu ddng vi phéng xa duge thu thap sau 168 gidr ké tir khi ding
thude.
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Sau khi udng, dablgalran etexilate nhanh chéng chuyén thanh dabigatran, dang c6 hoat
tinh trong huyét trong. Qua trinh chuyén tién chét dabigatran ctexilate thanh hoat chét
chmh dabigatran nho enzym xiic tac thuy phén esterase 12 phén ttng chuyén hoa chu
yéu. Dabigatran 12 mdt chdt d& két hgp tao thanh céc acylglucuronides c¢6 hoat tinh
(luqc ly. C6 4 chit déng phén vi tri, 1-0, 2-0, 3-0, 4-0- acylglucummdc, mdi chét
chiém khoz’mg dudi 10% téng lugng dabigatran trong huyét twong. Luong rft nhé cta
cic chit chuyén hod khéc chi duoc phat hi¢n nho nhiing phuorng phép phén tich c¢6 do
nhdy cao. Dabigatran dugc thai trir chu yéu dudi (lang khéng ddi trong nuéce tidu voi
tbe do khoang 100 mL/phit tuong g véi tbe db loc clu thén.

Su gin két cua dabigatran vio huyét twong ngudi thi thip (34 - 35%) va khong phy
thude vao ndng do. Thé tich phin bd cta dabigatran khoang 60 — 70 L vuot qua thé
tich nyde clia toan bd co thé cho thdy thude phén bd vao md & mire trung binh.

14.QUY CACH PONG GOI1

Hop 01 vi/ 03 vi/ 06 vi x 10 vién nang kém & huéng din sir dung trong hdp trung
gian.

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG
CUA THUOC.

Bio quan: P& & nhiét do dudi 30°C, tranh 4m va 4nh sang.

Han diing: 36 thang ké tir ngay san xuét.

Tidu chufdin chit lwong: Tiéu chudn co sd.
16.TEN, PIA CHI CUA CO SO SAN XUAT.
CONG TY €O PHAN DUGC ENLIE,

Pudng NAG, khu cdng nghiép M§ Phuéce 2, phudng My Phude, thi xa Bén Cat, tinh
Binh Duong.
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