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Tém tit: Thudc chdng dong mau dudng udng méi (novel oral anticoagulant — NOAC) 1a
dong thudc chdng dong mau thé hé méi. NOAC lam gian doan mot phan trong co ché phirc
tap lién quan dén sy hinh thanh cic cuc mau dong. Piéu nay lam kéo dai thém thoi gian
hinh thanh cuc mau dong va giam nguy co dot quy lién quan dén rung tim nhi (Atrial
fibrillation- AF). Pay déu 1a cac thudc sir dung duong udng, sinh kha dung twong dbi cao,
tién loi, c6 hiéu qua va dg an toan khong thua kém so véi cac lya chon cili nhu thude khang
vitamin K. So sanh vé duoc dong hoc-dugc luc hoc dong vai tro quan trong trong viée st
dung thudc hiéu qua va han ché bién cd bat loi. Trong bai viét nay dugc dong hoc — duogc
luc hoc ciia cac thude chong dong duong udng méi va ing dung trong tur van sir dung thude
cho bénh nhan s€ dugc phan tich va ban luan.

Tiur khéa: DOAC; NOAC; thubc chong dong dwong uong

Abstract: Novel oral anticoagulant (NOAC) is a new generation of anticoagulants. NOACs
partially disrupt the complex mechanism involved in the formation of blood clots. This
prolongs blood clot formation time and reduces the risk of (Atrial fibrillation(AF)-related
strokes. These are all drugs for oral use, with relatively high bioavailability, convenience,
effectiveness, and safety not inferior to older options such as vitamin K antagonists.
Comparison of pharmacokinetics and pharmacodynamics plays an important role in the
effective use of drugs and the reduction of adverse events. In this article, the

pharmacokinetics - pharmacodynamics of new oral anticoagulants and their application in
drug counseling for patients will be analyzed and discussed.

Keywords: DOAC; NOAC; oral anticoagulants

1. Pit véan dé (dugc cAp phép luu hanh trén thi truong
Thuéc chéng dong méi (NOAC — new MY ndm 2011), Apixaban (dugc cap
oral anti-coagulant), hay con goi la phep luu hanh trén thi truong My nam
thudc chéng dong duong udng tryc tiép  2012), Edoxaban (duoc cép phép luu
(DOAC — direct oral anti-coagulant) 1a  hanh trén thi truong My nam 2015).
moét nhém thudc méi; bao gém cac Nhom NOAC ¢6 hai phan loai, tuong
thudc: Dabigatran (dugc FDA phé duyét g véi hai co ché chéng dong [1]:

cip phép niam 2010), Rivaroxaban
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Uc ché truc tiép thrombin: La co ché
ctia hoat chét dabigatran (ctng cac dan
chit acyl glucuronide). Dabigatran trc
ché truc tiép, theo co ché canh tranh va
c6 thé dao nghich, tai thy thé trén phan
tir thrombin, dan t6i e ché sy chuyén
hoéa fibrinogen thanh fibrin (do
thrombin xtc tac), lam ngan sy hinh
thanh huyét khéi. Dabigatran lam kéo
dai chi s6 thoi gian thromboplastin mot
phin hoat hoa (activated partial
thromboplastin time — aPTT) tuy gia tri
nay s& cham ngudng nhét dinh khi ndng
do thubc trong mau ting); anh huong
cua thude téi gia tri muc do hinh thanh
cac cuc mau dong - International
Normalized Ratio - INR) 13 khong 6n
dinh.

Uc ché yéu t6 Xa, dan t6i trc ché két
tap tiéu cAu théng qua giam su tao thanh
thrombin, ngin sy hinh thanh huyét
khéi. Pay 1a co ché cua rivaroxaban,
apixaban va edoxaban. Cac thudc nay
anh huong t6i thong sd thoi gian
prothrombin (PT) nhiéu hon aPTT —
nhung chi c6 anh hudng ti mirc d nhat
dinh; PT khong danh gia duoc hoat tinh
chdng dong cua cac thude ké trén.

Nhom NOAC da cho théy su vuot
trdi, hoac khong thua kém, so véi céac
thubc c¢6 tir truéc nhu nhom khang
vitamin K (warfarin) hoac heparin phan
tir lugng thap, trong giam nguy co bién
chtng huyét khdi — trong khi nguy co
chay mau tuong dong hodc giam [2] [3]
[4] [5]. DPong thoi, viée st dung nhom
NOAC khéng yéu cau giam sat, theo ddi
chat chg, thuong xuyén bang nhoém
thubc chdng déng khang vitamin K,
cling nhu it twong tac thudc-thude va
thudc-thirc an hon [6]. Cac chi dinh
chinh ciia nhém NOAC bao gdbm :Du
phong huyét khdi ¢ bénh nhan thay
khép héng hodc thay khép gbi,Du
phong va diéu tri dot quy, thuyén tic
mach ¢ bénh nhan nguoi 16n rung nhi
khong lién quan téi van tim,Du phong
va diéu tri huyét khéi tinh mach siu va
huyét khdi tic mach phoi
2. Tong quan ndi dung
2.1. Pic diém dwoc dong hoc ciia cac
thudc thudc nhém NOAC, chi dinh va
liéu diing
Cac dic diém duogc dong hoc cua céc
thude thuoc nhom NOAC duoce tom tat
trong bang 1:

Bang 1. Toém tit cac dic diém dugce dong hoc cia cac thude thudc nhom NOAC [1]

Dabigatran | Rivaroxaban Apixaban Edoxaban
Hap thu | F=6%; F=80%; F=50% F=62%
Pat dinh | Pat dinh tac dung | Khong bi thuc | Khong bi thuce
hoat tinh sau | sau 3h an anh hudng an anh hudng
2h Hap thu chu yéu
tai da day
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Phan bd | Gan v6i | Gan voi protein | Thoi gian dat | Thoi gian dat
protein huyét twong: | nébng d6 dinh | ndng do dinh
huyét tuong: | 95% Tmax=1-3h | Tmax = 1-2h
35% Gan v6i protein | Gan véi

huyét twong | protein huyét
87% tuong 55%
Chuyén |t = 12 —|[t/h=7-11h t'/2=12h t'/=10— 14h
hoa 14h Chuyén héa bi | Chuyén héa boi | ft chuyén hoa
CYP3A4 CYP3A4 tai gan

Thai trr | 80% qua | 1/3 thai qua than | 27% thai tro | 50% thai tror
than (khong | (khong d6i); qua than (khong | qua than
doi) Chat chuyén hoa doi); (khong doi)

thai qua nudc tiéu | Chat  chuyén

& phan hoéa thai qua
nuée  tidu &
phan

Hoat tinh | 11.25 1 0.20 1.40

tuong

dbi*[7]

*Hoat tinh tuong dbi so voi rivaroxaban; dya trén hﬁng s6 uc ché Ki, dai dién

cho ndng d6 ma tai d6 chat trc ché gan vai 50% sb thy thé trong didu kién khong

c6 chit trc ché canh tranh [1]

Céac thude thudc nhom NOAC déu duoc
sir dung qua dudng udng; dic diém duoc
dong hoc cua chung cé sy khac nhau
nhit dinh. Dabigatran 1a thudc c6 sinh
kha dung thap nhét (F = 6%), ti 1¢ gin
v6i protein huyét twong thap (35%).
Rivaroxaban, apixaban, edoxaban déu
hép thu t6t qua duong udng véi sinh kha
dung cao, cing véi ti 1& gin vai protein
cao hon so véi dabigatran. Apixaban la
thudc c6 hoat tinh 1én hon ca khi so sanh

voi rivaroxaban va edoxaban, thé hién
qua gié tri hang s6 trc ché phan i d6i voi
yéu t6 Xa (Ki) thdp nhét; ché do licu
apixaban hai lin/ngdy c6 kha ning
chéng dong tuong dwong warfarin,
tuong duong véi trén 90% hoat luc cua
ché do rivaroxaban hai lan/ngay [7].
Ché d¢ liéu ctia cac thuéc NOAC duogce
tom tat trong bang 2:
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Bang 2. Tom tit liéu thong thudng cua cac thude NOAC dbi véi cac chi dinh

chinh
Dabigatran Rivaroxaban Apixaban Edoxaban
8] 9] [10] [11]
Du  phong |- Du phong |- Dy phong |- Du  phong
thuyén  tic | thuyéntic huyét | thuyén tic | nguy co bién
huyét khéi | khdi tinh mach | huyét khdi | b  huyét
tinh mach sau sau phau thuat tinh mach khéi ¢ bénh
phdu  thuat | thaykhépgdiva| sau phdu| nhan rung
thay khép gbi | khép hang: 10 | thuat thay | nhi khéng co
va khép | mgo.d khopgbiva | bénh 1i van:
hang: 110mg |- Du phong tai | khdp hang: 60 mg o.d
trong ngdy | phat thuyén tic 2.5 mg
dau; 220 tinhmachsauva | b.i.d
mg/ngay 1 huyét khdi tic |- Du phong
lan trong cac mach phoi: 10 | tai phat
ngay tiép mg o.d thuyén tic
theo - Du phong nguy | tinh mach
Dy phong Du phong tai | co bién cd huyét | sau va
phat thuyén | khéi & bénh | huyét khdi
tic tinh mach nhan rung nhi téc mach
sau va huyét | khongcobénhli | phoi: 2.5
khdi tic | van: 20 mgo.d mg b.i.d
mach  phoi: - Du phong
150 mg b.i.d nguy  co
Du  phong bién cb
nguy co bién huyét khoi
c¢b huyét khéi &  bénh
O bénh nhan nhan rung
rung nhi nhi khong
khong co c6 bénh 1i
bénh li van: van: 5 mg
150 mg b.i.d b.i.d
Diéu tri tai | Diéu tri tai phat | Piéu tri tai | Diéu tri tai
Pidu tri p’hét thuyén | thuyén tic tinh p’hét thuyén p’hét thuyén
tac tinh mach | mach sdu va | tac tinh | tac tinh mach
sdu va huyét | huyét khdi tic | mach sdu va | siu va huyét
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khdi tic mach
phéi: 150 mg
b.i.d

mach phoi: 15
mgb.i.d trong 21
ngay; sau do 20
mg o.d

huyét khoi
tic  mach
phdi: 10 mg

b.i.d trong 7

khdi tac mach
phéi: 60 mg
od

ngay; sau do
Smghb.i.d

*b.i.d: twice (two times) a day: hai lan/ngay; o.d: once per day: mot lan/ngay

Cac thude thudc nhém NOAC déu c6
thoi gian ban thai (t1/2) trong khoang 12
gio. Nhu vy, néu thubc NOAC duoc ké
theo ché do 2 lan/ngay (mdi lan cach
nhau 12 gio), liéu ké tiép s& duoc dua
vao thoi diém tring véi thoi gian ban
thai. Thuc té, khi dua lidu kéo dai, ndng
do day s¢ tang dan, tao hoat tinh khang
dong lién tuc twong tu nhu warfarin
[12]. Tuy nhién, néu thubc NOAC dugc
ké 1 lan/ngay, khoang cach giita nong
d6 day va nong d6 dinh cta thude trong
mau s& cao hon; hoat tinh chdng dong
noi sinh yéu con lai ké ca khi néng do
thudc giam cho phép NOAC c6 thé dugc
ké voi ché do mot lan/ngay [7]. Déi voi
edoxaban, ti 1€ chdy mau ¢ nhirng bénh
nhan dugc ké ché do lidu hai lan/ngay
cao hon so voi ché do liéu mot lan/ngay
& cung mic litu mdi ngiy, do do
edoxaban dugc chap thuan lyu hanh véi

ché do liéu mot lan/ngay [13]. Két qua
tuong tu cling dugc quan sat &
[14] [15]. D& voi
apixaban, hi€u qua va dg an toan cua hai
ché do liéu (mot lan/ngdy va hai
lan/ngay) 1a twong duong, do d6
apixaban dugc ké hai lan/ngdy. Trong
truong hop dabigatran 13 mot thude e
ché truc tiép thrombin, can thiét phai ké
don hai lan/ngay do hiéu qua ctia ché do
lidu mot 1an/ngay khong dat muc yéu
cau [7].

2. Mjt sé luu y khac khi siv dung
nhém thuéc NOAC

2.1. Piéu chinh liéu theo chirc niing
gan/than

rivaroxaban

Lidu khuyén cao theo chirc ning
gan/than cua cac thuéc thuéc nhom
NOAC duoc tom tit trong bang 3 va 4

Bang 3. Liéu khuyén céo theo chirc nang than cua cac thude thuoc nhém NOAC

bo thal.lh. thai Dabigatran | Apixaban Rivaroxaban
creatinine (8] [10] Edoxaban [11] 9]
(CrQ))
, Khong , ,
~ |Chongchi | khuyén | Khong khuyén cdo | Khong khuyén
< 15 ml/phat dinh c4o sur str dung céo sur dung
dung
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Chéng chi |2.5mg
< 29 ml/phut dinh bid
30-50 ml/phat | 75 mgb.id |Yeu cau
hiéu chinh
lidu (2.5
Khong can | mgb.i.d)
51-80 ml/phut | hiéu chinh | cho mot
lidu sO chi
dinh

30 mg o.d cho tit ca
chi dinh

15 mgo.d

15 mgo.d

Khong can hiéu
chinh liéu

Khong can hiéu
chinh liéu

Cler > 80
ml/phut

khong can
hiéu chinh
lieu

khong can
hiéu chinh
lieu

Khong can hiéu
chinh lidu

Gidm hi¢u qua ¢
bénh nhan rung nhi
khong c6 bénh ly
van c6 CrCl > 95
ml/phut

khong can hi¢u
chinh liéu

*b.i.d: twice (two times) a day: hai 1an/ngay; o.d: once per day:

mot lan/ngay

Bang 4. Liéu khuyén céo theo chirc ning gan cta cac thude thudc nhom NOAC

Diéll? Cllllild- Dab][%;]'tran Ap;ylﬁ?);)an Edoxaban [11] | Rivaroxaban [9]
ug
Khong phai . . . e s
Khong cin | gidm liu cho| Khong phai | Khong phii giam
Child-Push A |hiéu chinh | bénh nhan xof giam li€u cho | 1t #40 DEL AR
1d-Fug lidg gan nhe bénh nhan xo | X0 gan nhe
' gan nhe
Khong can Khéng khuyén céo
OV | i | Khongusin | Db o
e n gq cao cho bénh & . 1A ;g,
Child-Puch B hiéu chinh ~ hoac bénh nhan c6
& A nhan xo gan A1 s <
liéu vita 61 nan bénh ly gan gan
ang lién véi roi loan
dong mau
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Khéng can
hiéu chinh

lidu 1151?512%1 4o Khéng khuyén | gan vira t6i ning
. e céo chobénh | (Child-Pugh B va
Child-Pugh C ;lf (E'mﬁfho nhan xo gan C) hodc bénh nhan
gzﬁ nzrilngn X9 vira toi nang 6 bénh ly gan gin
: lién véi roi loan
dong mau

Khong khuyén céo
cho bénh nhéan xo

Céac thude thudc nhom NOAC déu duoc
huéng dan diéu chinh liéu theo chirc
nang than cia bénh nhan trong to thong
tin huéng dan sir dung. Dabigatran 1a
thubc dugc thai nhidu qua than nhat
trong nhom NOAC véi ti ¢ thai 80%
(dudi dang khong dbi), trong khi ba
thudc tc ché yéu td Xa c6 do thanh thai
dao dong trong khoang 20 — 50%. Tt ca
cac thudc trong nhom NOAC déu c6
chdng chi dinh, hodc khong khuyén cao
su dung, cho bénh nhan c6 d¢ thanh thai
creatinine (CrCl) dudi 15 mL/phut;
dabigatran 13 thuc duy nhét trong nhém
¢6 chéng chi dinh cho bénh nhan co
CrCl < 30 mL/phut. V6i nhitng bénh
nhan c6 chtrc nang than suy giam (30 <
CrCl < 50 mL/phut), liéu cua cac thude
trong nhém NOAC déu duoc khuyén
cdo giam mot nira so voi lidu thong
thuong. Edoxaban 1a thudc duy nhat
trong nhém NOAC khéng dugc khuyén
cao su dung trén bénh nhan rung nhi
khong c6 bénh 1i van tim c¢6 CrCI > 95
mL/phat, do két qua thir nghiém 1am
sing ENGAGE AF-TIMI 48 cho thiy
ddi tuong bénh nhan nay co ti I¢ méc
bién ¢ dot quy thiéu méau ting cao hon
so v6i nhitng bénh nhan tuong ty dugc
diéu tri bang warfarin; trong truong hop

nay, nén ddi sang loai thudc chéng dong
khéc cho bénh nhan [11].

Dabigatran thai it qua gan; khong co
khuyén céo hiéu chinh liéu dabigatran
cho bénh nhan xo gan do cac nghién ctru
khong cho thdy bién ddi dang ké vé
duoc dong hoc ¢ bénh nhan xo gan [8].
Céc thube e ché yéu t6 Xa déu co su
thai trir nhat dinh qua gan mat; tat ca cac
thubc nay déu dugc khuyén céo khong
st dung cho bénh nhan xo gan tir mirc
vua tr¢ 1én (Child-Pugh B va C) do nguy
co c6 nhitng bét thuong vé déng méu &
nhirng bénh nhan nay, cling nhu nguy co
ting nong d6 thude [9] [10] [11].

2.2. Thoi diém st dung thudc
Dabigatran c6 thé dugc st dung cing
hoac khong cung voéi bira an [8].
Rivaroxaban c¢6 thé duoc sir dung hodc
khong cung voi bira an; thong thuong,
rivaroxaban duoc khuyén cédo nén ubng
cung véi bira an dé tang hap thu, do mirc
do hép thu cua rivaroxaban phu thudc
vao dia diém giai phong thude, cang xa
da day thi mtrc 6 hip thu cang giam [9].
Pic diém hdp thu cua apixaban va
edoxaban déu khong bi anh huong boi
thire an [10], [11].

2.3. Twong tac thudc
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Cac thudc thudc nhém NOAC 1a co chét
ctia P-gp va déu gy cam g CYP3A4;
do d6 cac thudc e ché CYP3A4 va P-
gp s& lam ting ndng d6 thudc NOAC,
dan t6i ting nguy co xuat huyét, trong
khi cac chat cam tmg CYP3A4 va P-gp
lam giam ndéng do thudc chéng dong,
gdy tang nguy co hinh thanh huyét khéi
va céac bién cd tim mach. Bén canh do,
viéc st dung chung nhém NOAC voéi
cac thudc chéng dong, chong két tap

tiéu cau khac 1am ting nguy co xuét
huyét. NOAC c6 thé c6 twong tac thude
v6i nude ép buodi.Cac thanh phan cua
busi va nudc ép budi, chu yéu la
furanocoumarins, trc ché hoat dong cua
CYP3A4 vaP-gp, [16], c6 kha nang lam
taing nong do trong huyét twong cua
NOAC [17].

Mot s twong tac thude va khuyén cao
duoc tom tat trong bang 5:

Bang 5. Tong hop mot s twong tac thude va khuyén cao

, Dabigatran | Rivaroxaban | Apixaban | Edoxaban
Thuoc
[8] 91 [10] [11]
Ketoconazole, | Nén st dung | Tranh st dung | Néu dang | Khong can
I cach xa vai chung.Tranh str dung thiét diéu
traconazole,
tiéng st dung chung | liéu 5 mg | chinh li€u
Ritonavir,... .. . C e
Tranh sit voi hodc 10 khi dung
dung chung erythromycin | mg/ngdy: | chung
JEA 6 bénh nhan Giam lieu
néu bénh
, - o
nhan ¢6 Crcl | €0 CrCl 15 t61 | 50%
Cac 5 .
) <50 dudi 80 Néu dang
chat wrc 1t tr
i mL/phut, mL/phut trir st dung
che iloii \
bénhnhan | Khileiich lidu 2.5
manh 51
) suy than vuot trot nguy mg:
CYP3A co
nang. ) Tranh st
4 va P-
dung
sp chung
Clarithromyci Khong can Khong Khong can
n thiét diéu can thiét | thiét dicu
chinh lidu khi | diéu chinh liéu
dung chung chinh lidu | khi dung
khi dung | chung
chung
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Khong
khuyén cao
su dung

chung

ep
(rifamp
in,
carbam
azepine,

)

Khong khuyén | Khong Khong

cao su dung khuyén khuyén céo

chung cao su su dung
dung chung
chung

2.4. Chi dinh NOAC kém hiéu qua
hon so véi warfarin

Trong mot sé trudng hop, NOAC duoc
chi dinh c6 tac dung kém hi€u qua hon
so v6i warfarin nhu & bénh nhan xuét
huyét ndi so sau chin thuong so nao.
Viéc st dung NOAC thuong c6 nguy co
chay méu cao va c6 thé gy bat loi cho
cac chan thuong so ndo, ting nguy co
Xuét huyét ndi s, can thi¢p phéu thuat
than kinh va tir vong sau chan thuong so
ndao muc nhe va trung binh [18]

3. Két luan

Céc thude chéng déng mai e ché truc
tiép cac yéu td dong mau: dabigatran trc
ché thrombin, rivaroxaban, edoxaban va
apixaban &rc ché yéu t6 Xa, 1 nhirng lya
chon méi trong dy phong va diéu tri cac
bién cb lién quan téi huyét khéi. Day
déu 1a cac thudc sir dung duong udng,
sinh kha dung tuong ddi cao. Tuy tién
loi, c6 hiéu qua va do an toan khong
thua kém so véi cac lua chon cii nhu

thudce khang vitamin K, viéc st dung céc
thudc trén can phai cha y dé tranh st
dung kém hi¢u qua cling nhu xay ra céac
bién cd bat 1oi; cu thé, can phai chu y
diéu chinh liéu theo chirc nang gan than
ctua bénh nhan — tranh str dung cac thude
thuoc nhom trén cho bénh nhéan suy gan
ndng cling nhu suy than ndng, cha y
giam liéu phu hop cac thude e ché yéu
td Xa cho bénh nhan c6 mirc loc ciu
than suy giam.
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