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PIEU TRI HUYET KHOI THE HE MG

NGUYEN DUC LONG', NGUYEN SON TUNG', LUONG VAN CHUONG',

NGUYEN BA THANG', NGUYEN HONG TUYEN!
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Tém tit: Trong viéc diéu tri bénh nhan
¢6 nguy co hinh thanh cuc méu dong, thude
chéng dong duong udng dong vai trd quan
trong. Tuy nhién, lya chon gitta hai nhém
chinh - thudc dbi khang vitamin K (VKA)
va thudc chdng dong duong ubng thé hé méi
(NOAC) - mang dén nhiéu van dé lién quan
dén nguy co chay mau va cac bién chimg.
Nhom thuéec NOAC c6 nguy co chdy mau
téng thé thip hon VKA, song nguy co chay
mau duong ti€u hoa lai cao hon, dac bi¢t la
xudt huyét tiéu ho. Bién chung chay mau
tiéu hoa c¢6 thé & mirc 2-3% hang nim &
ngudi sir dung NOAC, do véy can phai c6
nhiéu hiéu biét, minh chimg khoa hoc dé c6
bién phap quan 1y va du phong. Nghién ctru
téng quan vé NOAC rat quan trong, nham
dam bao an toan va hiéu qua trong diéu tri
cac bénh 1y lién quan dén hinh thanh cuc
mau dong.
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OVERVIEW OF NOVEL ORAL ANTICOAGULANTS
IN THROMBOEMBOLISM TREATMENT

Summary: Oral anticoagulants play a
crucial role in the treatment of patients at risk of
thromboembolism. However, choosing between
the two main classes—vitamin K antagonists
(VKAs) and novel oral anticoagulants
(NOACs)—raises concerns related to bleeding
risks and complications. NOACs are generally
associated with a lower overall bleeding risk
compared to VKAs, but they present a higher
risk of gastrointestinal bleeding, particularly
in the form of gastrointestinal hemorrhage.
The incidence of gastrointestinal bleeding can
range from 2-3% annually among NOAC users,
highlighting the need for a deep understanding
and scientific evidence to guide management
and prevention strategies. Comprehensive
research on NOAC:s is essential to ensure safety
and efficacy in the treatment of thromboembolic
disorders.

Keywords: hemostasis, thrombosis, antico-
agulants.
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1. THUGC CHONG DONG
DUONG UONG THE HE MGI

Thuéc chéng dong moi
(NOAC-New oral anti-coagu-
lant), hay con goi 1a thudc chong
dong duong udng truc tiép (DO-
AC-Direct oral anti-coagulant)
12 mdt nhém thudc méi duoc
FDA (Food and Drug Admin-
istration-Co quan quan ly thuc
pham va thudc Hoa Ky) cép
phép va luu hanh trén thi truong
M§¥ bao gébm Dabigatran (2010),
Rivaroxaban (2011), Apixaban
(2012) va Edoxaban (2015).

1.1. Co ché tac dung

Uc ché truc tiép thrombin:
1a co ché ciia hoat chat Dabig-
atran (cung cac dan chét acyl
glucuronide). Dabigatran trc ché
truc tiép, theo co ché canh tra-
nh va c6 thé dao nghich, tai thy
thé trén phéan tir thrombin, dan
t6i e ché sy chuyén hoa fibrin-
ogen thanh fibrin (do thrombin

1.2. Dwgc dong hoc

xUc tac), lam ngan sy hinh thanh
huyét khoéi. Dabigatran lam
kéo dai chi s thoi gian throm-
boplastin mot phén hoat hoa
(aPTT - activated partial throm-
boplastin time) tuy gia tri nay
s& cham ngudng nhét dinh khi
ndng do thude trong mau ting.
Anh hudng cia thude téi gia tri
muc dd hinh thanh cua cuc mau
dong (INR - International nor-
malized ratio) 14 khong 6n dinh.

Uc ché yéu t6 Xa, dan t6i
tic ché két tap tiéu cau thong
qua giam sy tao thanh thrombin,
ngin chin sy hinh thanh huyét
khéi. Pay 1a co ché cua Rivar-
oxaban, Apixaban va Edoxaban.
Céc thudc ndy anh hudng toi
thong s6 thoi gian prothrombin
(PT) nhiéu hon aPTT, nhung chi
¢6 anh hudng murc do nhét dinh.
PT khong déanh gia dugc hoat
tinh chéng dong cta cac thude
ké trén.

Nhém NOAC cho thiy
sy vuot trdi, hodc khong thua
kém, so voi cac thube co tir
trudc nhu nhom khang vita-
min K (wafarin) hoac heparin
phan tir lugng thap, trong giam
nguy co bién ching huyét khoi,
trong khi nguy co chay mau la
tvong dong hodc giam. Pong
thot, viéc st dung nhém NOAC
khong yéu ciu giam sat, theo
doi chat ché, thuong xuyén
bang nhom thubc chdng déng
khang vitamin K, cling nhu it
tuong tac thude-thude va thude-
thire an hon. Cac chi dinh chinh
ctia nhém NOAC bao gom: Dy
phong huyét khdi ¢ bénh nhan
thay khop hong hoac thay khép
gbi, dy phong va diéu tri dot
quy, thuyén tic mach & bénh
nhan nguoi 16n rung nhi khong
lién quan té1 van tim, dy phong
va diéu tri huyét khdi tinh mach
sau va huyét khoi tac mach phoi.

Bang 1. Tém tit diic diém dwoc dong hoc ciia cac thude thude nhém NOAC

Dac diém Dabigatran Rivaroxaban Apixaban Edoxaban
F=6% F=80% F=50% F=62%
Dat dinh hoat tinh | Pat dinh tac dung | Khéng bi thirc an | Khéng bi thirc an
Hap thu sau 2 gio sau 3 gio anh hwéng anh huéng
Hap thu chi yéu
tai da day
Gén véi protein Gén véi protein Thoi gian dat Thoi gian dat
huyét twong 35% | huyét twong 95% |noéng d6 dinh T__ [ndng d6 dinh T__
Phan b =1-3gio =1-2gio
Gén véi protein Gén véi protein
huyét twong 87% | huyét twong 55%
t,,=12-14 gi& t,,=7-11 gi& t,,=12 gio t,,=10-14 gi&
Chuyén hoa Chuyén hoa b&i | Chuy&n hoa bdi | it chuyén hoa tai
CYP3A4 CYP3A4 gan
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DPic diém Dabigatran Rivaroxaban Apixaban Edoxaban
80% qua than 1/3 thai qua than | 27% thai trr qua | 50% thai trir qua
(khéng dbdi) (khéng dbi) than (khéng déi) | than (khdng déi)
Thai triv Chét chuyén hoa | Chét chuyén hoa
thai qua nwdc tiéu | thai qué nwdc tiéu
va phan va phan
Hoat tinh twong | 11.25 1 0.20 1.4
déi (13)*

*Hoat tinh twong ddi so véi Rivaroxaban; dwa trén hang sb &rc ché Ki, dai dién cho nébng d6 ma
tai d6 chat tc ché gan véi 50% s6 thu thé trong diéu kién khong cé chét tre ché canh tranh

Céac thude thudc nhém NOAC déu duoc sir dung qua duong uéng, dic diém duoc dong hoc cua
ching ¢6 sy khac nhau nht dinh. Dabigatran 1a thudc c6 sinh kha dung thap nhat (F=6%), ty 1¢ gin
v6i protein huyét twong thap (35%). Rivaroxaban, Apixaban, Edoxaban déu hip thu t6t qua dudng
ubng véi sinh kha dung cao, cing vdi ty 1& gan véi protein cao hon so véi nhom Dabigatran. Apixaban
1a thube c6 hoat tinh 16n hon ca khi so sanh véi Rivaroxaban va Edoxaban, thé hién qua gia trj hang sb
trc ché phan ly ddi véi yéu té Xa (Ki) thip nhat. Ché do lidu Apixaban 2 lan/ngay c6 kha ning chong
dong twong wafarin, tuong duong voi trén 90% hoat luc cta ché d6 Rivaroxaban 2 1an/ngay.

1.3. Chi dinh va li¢u ding

Bang 2. Liéu thong thuong ciia cac thude thudc nhém NOAC va chi dinh chinh

thuyén tac tinh
mach sau va huyét
khéi tdc mach phdi:
150mg b.i.d.

- Dy phong nguy
co bién cb huyét
khdi & bénh nhan
rung nhi khéng cé
bénh ly van tim
150mg b.i.d.

10mg o.d.

- Dy phdng nguy
co bién cb huyét
khéi & bénh nhan
rung nhi khéng cé
bénh ly van tim:
20mg o.d.

Dac diém Dabigatran Rivaroxaban Apixaban Edoxaban
- Dw phong thuyén |- Dy phong thuyén |- Dy phong thuyén |- Dy phong nguy
tac huyét khéi tinh | tAc huyét khdi tinh | tc huyét khéi tinh | co’ bién cb huyét
mach sau phau mach sau phau mach sau phau khdi & bénh nhan
thuat thay khép thuat thay khép thuat thay khép rung nhi khéng co
g6i va khép hang: | gbi va khép hang: | gbi va khép hang: | bénh Iy van tim:
110mg trong ngay | 10mg o.d. 2,5mg b.i.d. 60mg o.d.
dau; 220mg/ngay 1 _ _
Ian trong cac ngay | Dw phong tai phat | - Dy phong tai phat
tiép theo thuyén tac tinh | thuyén tac tinh ,

mach sau va huyét | mach sau va huyét
D phang - Dy phong tai phat | khoi tac mach phoi: | khdi tac mach phoi:

2,5mg b.i.d.

- Dy phdng nguy
co bién cb huyét
khéi & bénh nhan
rung nhi khéng cé
bénh ly van tim:
5mg b.i.d.
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150mg b.i.d.

15mg b.i.d trong 21
ngay, sau dé 20mg

10mg b.i.d trong 7
ngay, sau dé 5mg

DPic diém Dabigatran Rivaroxaban Apixaban Edoxaban
Diéu tri tai phat Diéu tri tai phat Diéu tri tai phat Diéu trj tai phat
thuyén tac tinh thuyén tac tinh thuyén tac tinh thuyén tac tinh
mach sau va huyét | mach sau va huyét | mach sau va huyét | mach sau va huyét

Diéu tri khéi tdc mach phdi: | khéi tdc mach phdi: | khéi tdc mach phdi: | khdi tAc mach phédi:

60mg o.d.

o.d.

b.i.d = twice (two times) a day = 2 lan/ngay
o.d = once (per day) = 1 lan/ngay

b.i.d.

Céc thudc thudc nhdom NOAC déu c6 thoi gian ban thai (t,,) trong khoang 12 gi¢. Nhu vay, néu
thuéc NOAC dugc ké theo ché do 2 1an/ngay (mdi 1an cach nhau 12 gid), liéu ké tiép s& duoc dua vao
thoi diém trung véi thoi gian ban thai. Thuc té, khi dua lidu kéo dai, néng do day s€ tang dén, tao hoat
tinh khang dong lién tuc tuong tyr wafarin. Tuy nhién, néu thuéc NOAC duogc ké 1 1an/ngay, khoang
cach giira nong do day va ndng d6 dinh ciia thudc trong mau sé& cao hon, hoat tinh chdng dong noi sinh
yéu con lai ké ca khi ndng d6 thude giam cho phép NOAC co thé duoc ké voi ché d6 1 lan/ngay. Dbi
v6i Edoxaban, ty 1& chay mau ¢ nhimg bénh nhan duogc ké ché do lidu 2 1an/ngay cao hon so véi ché
do lidu 1 1an/ngay & cung mirc liéu mdi ngay, do d6, Edoxaban dugc chip thuan luu hanh voi ché do
lidu 1 1an/ngay. Két qua twong tu ciing duoc quan sat ¢ Rivaroxaban. Pdi v6i Apixaban, hiéu qua va
d6 an toan cta hai ché do lidu 1 1an/ngay va 2 lan/ngdy 1a twong duong, do d6, Apixaban duoc ké 2
lan/ngay. Trong truong hop Dabigatran 1a mot thude trc ché truc tiép thrombin, can thiét phai ké don
2 lan/ngay do hiéu qua cua ché do lidu 1 1an/ngay khong dat murc yéu cau. Liéu khuyén cdo theo chirc
nang gan than dugc mo ta & bang duoi day.

Bang 3. Liéu khuyén co theo chirc ning gan than ciia cac thudc thudc nhém NOAC

Pic diém Dabigatran Apixaban Edoxaban Rivaroxaban
<15 Chéng chi dinh Khéng khuyén cao str dung
<29 Chéng chi dinh 2,5mg b.i.d 30mg o.d cho tat 15mg 0.
30-50 |75mg b.i.d Yéu cAu higu ca chi dinh '
. chinh liéu (2,5mg
) 51.g0 | KNOng canhieu 1 i.d) cho motsd | Khong can higu chinh lidu
Do thanh chinh lieu chi dinh
thai - ‘
creatinin Khéng can hiéu
(CrCl) (ml/ chinh lieu
phut) Giam liéu & _
>80 | Khong can hiéu chinh lidu bénh nhan rung | Khong can hieu
nhi khong cé chinh lieu
bénh ly van cé
CrCI>95ml/phut
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DPic diém Dabigatran Apixaban Edoxaban Rivaroxaban
A Khong phai gidm liéu cho bénh nhan xo gan nhe
B Khéng can hiéu Khéng khuyén
. chinh liéu céo cho bénh
biém . A Lea - Khéna khuvé ha >
St Knong o ieu  [\cnong knuygn | K1on9 Knuvén | nhan xo gan vira
chinh lidu o G Gie cao cho bén @i nang hoac
Pugh S nhan xo gan bénh nhan cé
C nh nhan xo vira t&i ndng bénh Iy gan gan
gan nang g
lién v&i roi loan
doéng mau
Cic thudc thugc nhom cb dot quy thiéu mau ting cao thi mic do hap thu cang giam.

NOAC déu dugc hudng dan didu
chinh liéu theo chirc ning than
cua bénh nhan trong to thong tin
huéng dan sir dung. Dabigatran
la thubc dwoc thai nhiéu qua
than nhat trong nhom NOAC
voi ty 1€ thai 80% (dudi dang
khong d6i), trong khi ba thudc
trc ché yéu t6 Xa c6 do thanh
thai dao dong trong khoang 20-
50%. Tat ca cac thudc trong
nhom NOAC déu c6 chong chi
dinh, hodc khéng khuyén céo
st dung cho bénh nhan c6 do
thanh thai creatinin (CrCl) duoi
15ml/phut. Dabigatran 1a thudc
duy nhét trong nhom c6 chéng
chi dinh cho bénh nhan c6 CrCl
dudi 30ml/phat. Véi nhiing
bénh nhan c6 chuc nang than
suy giam (30ml/phiut < CrCl <
50ml/phut), liéu cua cac thude
trong nhom NOAC déu duogc
khuyén céo giam mot nira so voi
liéu thong thuong. Edoxaban
1a thudc duy nhit trong nhém
NOAC khong duoc khuyén cao
st dung trén bénh nhan rung nhi
khong c6 bénh 1y van tim cé
CrCl trén 95ml/phut, do két qua
thir nghiém lam sang ENGAGE
AF-TIMI 48 cho thay d6i tugng
bénh nhan nay c6 ty 1¢ méc bién
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hon so voi nhitng bénh nhan
tuong ty duoc didu tri bang wa-
farin. Trong truong hop nay, nén
d6i sang loai thuc chong dong
khac cho bénh nhan.

Dabigantran it thai qua gan,
khong c6 khuyén céo hiéu chinh
liéu Dabigatran cho bénh nhan
x0 gan do cac nghién ctru khong
cho thay bién d6i dang ké vé
dugc dong hoc ¢ bénh nhan xo
gan. Cac thubc e ché yéu td
Xa déu c6 sy thai trir nhat dinh
qua gan mat. Tat ca thudc nay
déu duogc khuyén cao khong sir
dung cho bénh nhan xo gan tu
murc vua tr¢ 1én (Child Pugh B
va C) do nguy co c¢6 nhiing bat
thuong vé déng mau ¢ nhimg
bénh nhan nay, cling nhu nguy
co tang ndng do thude.

1.4. Thoi diém s dung
thudc

Dabigantran c6 thé duogc
st dung cung hodc khong cung
v6i bita dn. Rivaroxaban c6 thé
dugc su dung hodc khéng cung
bira an. Thong thuong, Rivarox-
aban dugc khuyén cao nén udng
cling voi bira an dé tang hap thu,
do muc d6 hép thu cua Rivar-
oxaban phu thudc vao dia diém
giai phong thudc, cang xa da day

Dic diém hap thu cia Apixaban
va Edoxaban déu khong bi anh
hudng boi thire an.

1.5. Twong tac thude

Cac thubc thudoc nhom
NOAC 1a co chat cua P-gp va
déu giy cam tng CYP3A4.
Do d6, cac thudc e ché CY-
P3A4 va P-gp s& lam ting ndng
d6 thuéc NOAC, dan t6i ting
nguy co xuat huyét, trong khi
cac chat cam ung CYP3A4 va
P-gp lam giam ndng do thude
chong déng, giy ting nguy co
hinh thanh huyét khéi va cac
bién cb tim mach. Bén canh
do, vi¢c st dung chung nhéom
NOAC véi cac thubc chdng
dong, chéng két tap tiéu ciu
khac 1am ting nguy co xuét
huyét. NOAC c6 thé c6 tuong
tac thude véi nude ép budi. Cac
thanh phan cua budi va nude
ép budi, chu yéu 1a furanocou-
marins, (rc ché hoat dong cua
CYP3A4 va P-gp, c6 kha nang
lam ting nong do trong huyét
twong cua NOAC. Dudi day la
bang tong hop mot sb twong tac
thudc va khuyén céo.

1.6. Luu y

Trong mdt sd trudng hop,
NOAC duogc chi dinh c6 tdc dung
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Bang 4. Tong hop mdt so twong tic thude va khuyén cio

Thubdc

Dabigatran

Rivaroxaban

Apixaban

Edoxaban

Ketoconazole,
ltraconazole,

Nén st dung

Ritonavir cach xa vai
. tieng

Cac chat

(rc ché Tranh s dung

manh chung néu
CYP3A4 bénh nhan co
va P-gp CrCI<50ml/

phut, bénh

nhan suy than
nang

Tranh st dung
chung.

Tranh st dung
chung voi
Erythromycin
& bénh nhan
c6 15<CrCl <
80ml/phut trie
khi lgi ich vwort
trdi nguy co

Néu dang st
dung liéu 5
hoac 10mg/
ngay =2 Gidm
lidu 50%.

Néu dang

st dung liéu
2,5mg/ngay:
Tranh st dung
chung

Khong can thiét
diéu chinh liéu
khi dung chung

Clarithromycin

Khéng can thiét diéu chinh liéu khi dung chung

Céc chat cdm trng manh
CYP3A4 va P-gp (Rifamp-
in, Carbamazepine)

Khéng khuyén cao st dung chung

kém hi¢u qua hon so v&i wafarin
nhu & bénh nhan xuat huyét noi
so sau chan thuong so ndo. Viéce
su dung NOAC thuong cé nguy
co chay mau cao va co thé giy
bat loi cho cc chan thuong so
ndo, ting nguy co xuit huyét
ndi so, can thiép phau thuat than
kinh va tir vong sau chin thuong
s0 ndo muc do nhe va trung binh.

TAI LIEU THAM KHAO

2. KET LUAN

Nghién ctru vé cac van dé
lién quan dén su lya chon gitra
thuéc chéng dong mau duong
udng rat quan trong dé cung cap
kién thire cho cac nha 1am sang.
Céc nghién ctru cho thiy mic du
thuc chdng dong diéu tri huyét
khdi thé hé méi c6 nguy co chay
méu tong thé thip hon, nhung

nguy co chdy méu duong ti€u hoa
lai cao hon, dic biét la xuat huyét
tiéu hod trén hodc dudi. Diéu nay
nhin manh tdm quan trong cta
viéc nghién ctru, danh gia va quan
ly nguy co chdy mau khi st dung
nhém thudc ndy, dé dam bao an
toan va hiéu qua trong diéu tri cac
bénh 1y lién quan dén hinh thanh
cuc mau dong.
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