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Tom tat: Thuoc chong dong khdng vitamin K la nhém thuée dwoc sie dung trén cdc doi
twong c6 nguy co huyét khoi cao, dy phong cho cac bénh nhan ¢é nhéi mdu co tim, dot quy va
da ciru song dwge rat nhiéu truong hop. Nhém thuoce nay diege sir dung sau khi da diéu tri véi
heparin. Hién nay, chi dinh diéu tri cic thuoc khding vitamin ngay cang pho bién do nhiing
déc diém wu viét, nhung doi hoi phai co giam sat nghiém ngdt cua bdac st dé t6i uu hda hiéu
qua diéu tri voi mét liéu dii cao warfarin dé ngan ngita hinh thanh cuc mau déng va ciing
khéng dé xay ra riii ro, xudt huyét ndo. Gan déy thi ¢é sw ra doi cdc thuée chong dong thé hé
moi co thé sic dung bang diong uong voi co ché tre ché truc tiép cdc yéu té dong mau X va
thrombin, dang dwoc nghién ciru va phat trién ¢ pha thir ba thir nghiém lam sang dé cung cap
thém cac cach dy phong va diéu tri huyét khoi tinh mach, liéu phdp chong dong mdu sé ngay
dwoc hoan thién hon trong nhiéu ndam (oi.

Tir khéa: thuoe chong déng mdu khang vitamin K, dabigatran, rivaroxaban, apixaban,
huyét khéi, xudt huyét.

Abstract: Vitamin K antogonist drug is used for patients with high risk of thrombosis,
by preventing the blood clots that trigger heart attack and stroke, the anticoagulant drug
warfarin, acenocoumarol saves countless lives. The anticoagulation drug is used after
treating with heparin. Doctors must regularly monitor patients’ blood levels in order to
prescribe a high enough dose of warfarin to prevent deadly blood clots, but not an excessive
dose that could lead to fatal hemorrhage. Recently, new antithrombotic drugs that act directly
by inhibiting activated coagulation factors such as factor X or thrombin have been developed
and investigated in phase III clinical trials to offer the prevention and treatment venous
thromboembolism and anticoagulant therapy management will be most probably improved in
the coming years.

Keywords: anticoagulation drug, vitamin K antagonist, dabigatran, rivaroxaban,
apixaban, thrombosis, serious bleeding.

Thubc chéng déng khang vitamin K duge sir dung lan dau tir nhimg nim 1930 véi vai
trd 1a thude trir sdu. Ra doi tir nhitng nim 1960, sau d6 la hang loat cac bao cdo & M¥ vé tinh
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trang chay méu & gia stc 4n co ngot ba 14 1én men c¢6 chira cic chat thude dan xuét
dicoumarol, tir 6 thude khang vitamin K ra doi va hién di trg thanh phéc dd co ban trong lidu
phap chéng dong. Tuy nhién, nguy co xdy ra bénh ly do thudc trong nhom thude nay,
dic biét 1a nguy co chay méu rat cao néu khong c6 ché dé chim soc diéu tri phu hop. Céc
thude khang vitamin K dd gay ra gan 6000 ca tir vong va 17300 ca nhap vién c6 thé tranh
dwoc mdi niam. Nhém thude nay ciing 1a nguyén nhan hang dau gay nhap vién do phan tmg
bt loi cia thudce (12,3%).

Vi véy, can theo ddi diéu tri théng qua chi sé binh thuong hoa qude té (INR), thuc hién
it nhat 1 1an/ thang.

Co ché khing dong

Thubc khang vitamin K ngan chin gian tiép chu trinh dong mau bing cach khong
chuyén hoa thanh vitamin K dang khir. Puoc hép thu qua niém mac rudt, thudc sé& trc ché
epoxyd reductase, enzym tham gia vao chu trinh chuyén hoa cia vitamin K, nén ngin ngura
qué trinh tong hop & gan ctia mot s6 yéu té dong mau phu thudc vitamin K (11, VIL, IX, X).
Thoi gian tac dung cua thude khang vitamin K tuong d6i dai, tac dung c6 thé van con ngay cd
khi da ngimg diéu tri. Thudc co ban chét acid, lién két manh v6i albumin. Mot diém luu v
quan trong nira 1a cac thudc khang vitamin K ¢6 tinh than lipid nén c6 thé qua duoc nhau thai.

v |
Vitamin K dang khr Vitamin K dang oxy hoa
l— enzyme carboxylase —-T
[ Yéu tdII, VI, IX, X } ‘l' ;{ Yéu t6 Ila, VIIa, IXa, Xa J

Hinh 1. So d6 tac dung cua vitamin lén qua trinh dong mau

Bang 1: Cac thudc khang vitamin K duoc str dung trong diéu tri

Nhom Biét dwge Dang bao ché Liéu ding Thoi gian
ban thai
Din xuit coumarin
Acenocoumarol |Sintrom Vién nén 4mg | Ngudi lon: 8-11
co vach chia  |lieu dau 4mg/ngay.
1/4 Tré em: 0,05 -
0,14mg/kg/ngay.
Warfarin Coumadine |Vién nén 2mg|Nguoi lon: 35-45

c6 vach chia lidu dau Smg/ngay.
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Tré em:

0,09 - 0,32mg/kg/ngay.
Coumadine |Vién nén 5mg 35-45
coO vach chia

Dan xuat indanedione

Fluindione Previscan Vién nén Smg | Nguoi 16n: 31
c6 vach chia  |lidu ddu 5Smg/ngay.
Tre em:

0,09 - 0,32mg/kg/ngay

Chi dinh diing thuéc khdng vitamin K:

- Rung nhi

- Phong d6t quy, thuyén tic mach hé thong trong bénh van hai 14 hau thap
- Phong huyét khéi van tim nhan tao

- Phong ngira thuyén tic huyét khdi tinh mach cap hai (huyét khéi tinh mach sau va
thuyén tic dong mach phoi).

INR hién dugc xem 1a xét nghiém chuan dé danh gid mic dé chéng dong bing thude
khang vitamin K va ciing 1a chi sb dé theo ddi tinh an toan didu tri déi voi nhom thube cira sé
diéu tri hep. Vi khong thé duy tri hay dat duoc mot gia tri INR ¢ dinh trong sudt qué trinh
nén cic hudng dan thyc hanh thuong dwa ra mot khoang INR (2,5 - 3,5 déi véi bénh nhan
thay van tim nhén tao co hoc va 2 - 3 @i véi nhing trudng hop con lai), bac si diéu tri s& phai
hiéu chinh liéu dé dat dugc chi sé t6i vu dao dong trong khoang nay. Song, INR cé thé dao
dong (du liéu thudc khéng vitamin K khong dbi) do nhiing thay doi cling nhu cic yéu td
khach quan 1an chu quan ctia bénh nhan, trong d6 khong tuan thu dicu tri 12 yéu t6 dang luu
tam [1]. Bén canh céc tac dung khong thé thay thé thi 1a cic nhuoc diém nhu: khéi phét tac
dung cham, cach theo ddi cling nhu gidm sat diéu tri phic tap, thude co khoang tri liéu hep,
twong tac v&i nhiéu loai thire an va thude.

Hién nay, mot sé hoat chat da duoc dé xuét cling nhu thuc hién cac nghién ctru 16n nho
nhdm tim thém cac lwa chon cho danh muc cac thube chéng dong duong udng va khéc phuc
nhitng nhugc diém ctia thude khang vitamin K. Hai nhém thube da dugc dua vao dung trong
1am sang la nhém tre ché truc tiép thrombin va nhom e ché truc tiép Xa. Mic du twong dbi
don gian trong st dung, khéng can phai hiéu chinh lidu va theo ddi cic chi sé sinh hoc.
Nhung ciing chinh diéu nay lai tao ra mét van dé 1a kho co thé phat hién sém tinh trang qua
lidu hay noi cach khac 1a khong thé du doan dwoc nguy co xuét huyét va quan trong hon la
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tinh dén thoi diém hién tai chua c6 thude giai doc ddc hidu cho céc thude dong dudong udng
thé h¢ méi.

[ Con dwong ngoai sinh ] ( Con dudng néi sinh }
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Hinh 2. So d6 co ché dong mau

Apixaban

Vitamin KH2 Vitamin KO Rivaroxaban

=W

S-Warfarin

Dabigatran

lCYPZCB

OH-Warfarin

Hinh 3. Co ché hoat dong cic yéu td dong mau

Thuéc irc ché triee tiép thrombin

Nhém thude nay cé hai loai dudng ding, dudng tiém truyén (nhu hirudin, argatroban va
bivalirudin) va thuéc ding dudng udng [2]. C6 hai thude e ché truc tiép thrombin dung
dudng udng da dugce nghién ctru la ximelagatran va dabigatran, hién chi c6 dabigatran la dugce
dua vao dung trong 14m sang. Hai nghién ciru SPORTIF III (Stroke Prevention Using an
Oral Thrombin Inhibitor in Atrial Fibrillation) va SPORTIF V, co ban thi hoat chat
ximelagatran ¢6 hiéu qua twong duong warfarin trong du phong thiéu mau ndo cuc bd va

e ——————————
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thuyén tic mach hé thong trong bénh 1y rung nhi. Song, & SPORTIF III va SPORTIF V cho
thdy ti 1¢ bénh nhén c6 nong do alanin aminotransferase ting it nhit gap 3 lan gi6i han trén &
nhém bénh nhdn dung ximelagatran cao hon dang ké so véi & nhém warfarin (6,1% so véi
0,8%). Chinh vi didu nay Co quan Quén 1y Thue phim va Thudc Hoa Ky (Food and Drug
Administration - FDA) di khong cdp phép lwu hanh cho ximelagatran. Trong khi do,
Dabigatran dugc ding dudi dang tién chat dabigatran etexilat, sau khi hip thu qua duong
udng s& duoc chuyén thanh dang c6 hoat tinh dudi tac dung cia thity phén esterase trong
huyét trong. Dabigatran duoc thai khoang 80% & than va c6 thoi gian ban thai la 12-17 gio
[2]. So véi thube khang vitamin K thi dabigatran c6 nhiéu wu diém: khoi phét tic dung sém
(0,5-2 gid) sau khi uéng, khéng trong tac voi thire an, khéng chuyén héa bai hé CYP450 &
gan (do d6 nguy co twong tac thudc dwoc giam thiéu), dung véi liéu c¢b dinh ma khong can
phai theo doi xét nghiém dong mau [2], [3]. Dabigatran cling khong anh huéng dén nong do
aminotransferase huyét thanh.

Dabigatran da dugc nghién ciru trong hai chi dinh.

[1]. Chi dinh thi nhit: phong dét quy va thuyén tic mach hé théng & bénh
nhin rung nhi.

Nghién ctru thyc hién xadc dinh vi tri cua dabigatran trong chi dinh nay la Nghién ciru
RE-LY (Randomized Evaluation of Long-term Anticoagulation Therapy) [4]. RE-LY Ia thu
nghiém 14m sang phan nhom ngiu nhién thuc hién trén 18.113 bénh nhan rung nhi kém it nhat
mot tinh trang sau: tién sir dot quy hodc con thiéu mau nio thoang qua (TIA), phén suét tong
mau that trai dudi 40%, cod tridu ching suy tim tir dd II trd 1én theo phan d6 NYHA (New
York Heart Association) trong vong 6 thang trudc, va tudi it nhat 1a 75 hodc tudi 65-74 kém
dai thao dudng, ting huyét ap hodc bénh mach vanh. Tiéu chuén loai trir gém: bénh van tim
ndng, dot quy trong vong 14 ngay hoac dot quy néng trong vong 6 thang trudc, d§ thanh thai
creatinin dudi 30 ml/phit, bénh gan tién trién, va c6 thai. Bénh nhén tham gia nghién ctru c6
tudi trung binh 71,5, nam gidi chiém ti 1€ 64%, 20% da tung bi dot quy hodc con thiéu mau
ndo thoang qua va gdn 17% da ting bi nhdi méu co tim. Ti 1& rung nhi kich phat
(paroxysmal)/dai ding (persistent)/thuong truc (permanent) 1a 32%/33%/35%. Bénh nhan
trong nhém nghién ciru duoc phan ngau nhién vao 1 trong 3 nhom: nhém dung dabigatran
110 mg x 2/ngay, nhém ding dabigatran 150 mg x 2/ngdy va nhom dung warfarin (véi liéu
duoc diéu chinh dé dat INR trong khoang 2-3). Thoi gian theo ddi trung vi 14 2 nam. Tiéu chi
déanh gid chinh vé hiéu qua 1a dot quy hodc thuyén tic mach hé théng. Tiéu chi danh gia chinh
vé tinh an todn 1a chay mau ning (chay mau khién hemoglobin giam it nhat 20 g/l, phai truyén
it nhat 2 don vi méau, hodc chay mau co triéu chimg & mot ving hodc co quan quan trong). Két
qua RE-LY: tan sudt d6t quy/thuyén tic mach hé thong 1a 1,69%/mim & nhém warfarin,
1,53%/nam & nhom dabigatran 110 mg (nguy co tuong ddi so véi warfarin 0,91; khoang tin
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cdy 95% 0,74 dén 1,11) va 1,11%/nam & nhom dabigatran 150 mg (nguy co twong doi so véi
warfarin 0,66; khoang tin cay 95%: 0,53 dén 0,82; p <0,001).

Nghién ctru RE-LY chi ra duoc & bénh nhan rung nhi (chu yéu khong do bénh van tim):
(1) Dabigatran 110 mg x 2/ngay co6 hiéu qua tuong duong warfarin trong viéc ngan ngura dot
quy/thuyén tdc mach hé thong va it gy chay mau ning hon; (2) Dabigatran 150 mg x 2/ngay
¢6 hiéu qua cao hon warfarin trong viéc ngin ngira dot quy/thuyén tic mach hé théng nhung
gdy chiay mau ning tuong dwong warfarin. Dya trén két qua ghi nhan dugc tir RE-LY,
19/10/2010 FDA da cap phép chi dinh: dabigatran véi lidu 150 mg x 2/ngay (75 mg x 2/ngay
néu do loc ciu than trong khoang 15-30 ml/phut) dé du phong dét quy va thuyén tic mach hé
théng & bénh nhan rung nhi khéng do bénh van tim. Pau thang 8/2011, Co quan Dugc pham
chau Au (European Medicines Agency) ciing da chap thuén cho ding dabigatran (ca hai liéu
110 mg x 2/ngay va 150 mg x 2/ngay, lidu 110 mg x 2/ngdy uvu tién cho ngudi trén 80 tudi
hodc c6 nguy co chay mau cao) trong chi dinh trén [5].

[2]. Chi dinh thir hai ciia dabigatran la phong ngira cdp mét va cip hai doi véi
thuyén tic huyét khoi tinh mach.

Vi tri ciia dabigatran trong phong ngira cap mét thuyén tic huyét khdi tinh mach dugc
xac dinh boi hai nghién ctru: nghién ciru RE-MODEL thuc hién trén 2.101 bénh nhan duoc
thay khép gdi toan phan va nghién ciru RE-NOVATE thuc hién trén 3.494 bénh nhan duge
thay khép hang toan phan [11], [12]. Trong hai nghién ctru ndy, bénh nhin dwoc phan ngau
nhién cho diing enoxaparin tiém dudi da 40 mg/ngay hoic dabigatran uéng 150 mg/ngay hoic
220 mg/ngay (bat ddu 1-4 gio sau md). Két qua khang dinh dabigatran c6 hidu qua va tinh an
toan twong dwong v4i enoxaparin trong phong ngira cdp mot thuyén tac huyét khoi tinh mach
sau cac phau thuat chinh hinh 16n.

Bang 2: Két qua nghién ciru RE-MODEL va RE-NOVATE

Hiéu qua va tinh an toan ciia dabigatran so véi enoxaparin trong phong ngira tién
phit thuyén tic tinh mach huyét khéi sau phiu thuit chinh hinh 16n
RE-MODEL RE-NOVATE

E D150 D220 E DI5S0 D220
Thuyén tic huyét khoi tinh mach/chét 37.7 405 364 6.7 8.6 6.0
do moi nguyén nhan %
Chay mau nang* 1.3 1:3 155 1.6 1.3 2.0
Ghi chu: E: enoxaparin, D150 dabigatran 150mg/ngay, D220: dabigatran 220mg/ngay
Khéc biét giita cac nhom khong cé ¥ nghia thong ké
*: Chay mau khién hemoglobin giam it nhit 20 g/l, phai truyén it nhét 2 don vi mau, hoic
chay mdu c6 triéu chirng ¢ mdt vung hodc co quan quan trong
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Vi tri ciia dabigatran trong phong ngira cdp hai thuyén tic huyét khdi tinh mach duoc
xé4c dinh boi nghién ciru RE-COVER [8], déy la thir nghiém 1am sing phin nhém ngiu nhién,
mu d6i, da trung tdm. Pdi tugng nghién ctru 14 2.539 bénh nhén thuyén tic huyét khdi tinh
mach cdp. Tiéu chuén loai trir gdm: tridu chimg kéo dai hon 14 ngiy, thuyén tic dong mach
phdi gay roi loan huyét dong hodc phai didu tri bang thudc tiéu soi huyét, nguy co chay méau
cao, bénh gan voi ndng d6 aminotransferase huyét thanh hon 2 1an gi6i han trén, d6 thanh thai
creatinin dudi 30 ml/phat, mang thai, trién vong séng dudi 6 thang. Bénh nhan duoc diéu tri
bing thube chéng dong dang tiém (heparin khong phan doan truyén tinh mach hodc heparin
trong lugng phan tir thap tiém dudi da) trong thoi gian trung vi 9 ngdy, sau d6 dugc phén
ngau nhién cho ding dabigatran 150 mg x 2/ngay hodc warfarin (lidu duoc diéu chinh dé dat
INR trong khoang 2-3). Thoi gian diéu tri 12 6 thang. Tiéu chi danh gid chinh 14 thuyén tac
huyét khéi tinh mach ¢6 tridu ching hodc tir vong lién quan véi thuyén tic huyét khéi tinh
mach sau 6 thang. Két qua cho thy: tan suit cac bién cd thude tiéu chi danh gia chinh & hai
nhom khong khac biét (2,4% trong nhom dabigatran va 2,1% trong nhom warfarin) va tan
suit chay mau ning ¢ hai nhém ciing khéng khéc biét (1,6% trong nhém dabigatran va 1,9%
trong nhém warfarin). Tan suit chay mau noi chung trong nhém dabigatran thip hon c6 ¥
nghia so v&i nhom warfarin (16,1% so véi 21,9%, p < 0,001) nhung bu lai tan suét rdi loan da
day trong nhom dabigatran cao hon so v6i nhom warfarin (3,1% so vé1 0,7%, p < 0,001).
Dabigatran etexilat co biét duoc la Pradaxa do cong ty Boehringer-Ingelheim bao ché, duoc
cap phép luu hanh tai Viét Nam tir thang 12/2010 cho chi dinh phong ngira thuyén tic huyét
khéi tinh mach sau phau thuat thay khép gbi va khop hang.

Thudbc e ché true tiép Xa

Céc thuée tre ché truc tiép Xa gin vao vi tri hoat dong cta yéu té Xa, trc ché truc tiép
yéu t6 Xa ma khong can su tham gia cua antithrombin trong huyét twong [9]. Hién nay chi c6
hai thudc te ché truc tiép Xa duoc dua vao dung trong 1dm sang 1a rivaroxaban (Xarelto, cong
ty Bayer) va apixaban (Eliquis, hai cong ty Pfizer va Bristol-Myers Squibb hop tac bao ché).
Ca hai thubc nay déu duoc dung voi lidu ¢b dinh va khong phai theo doi diéu tri bang xét
nghiém déng méau. Mot sé dic diém dugc li cua hai thube khang dong tic ché Xa.

Bing 3: Mot so thong s6 duoc dong hoc clia rivaroxaban va apixaban

Rivaroxaban Apixaban
Sinh kha dung 80 60
Thoi gian ban thai 7-11 12
Thanh thai ¢ thin 66 25
Liéu ding 1 lan/ngay 2 lan/ngay
Twong tac thuode Tuong tac v6i cac thude trc ché manh CYP3A4
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Rivaroxaban da dwgc nghién ciru trong hai chi dinh chinh.

[1]. Chi d@inh thir nhit la phong ngira va diéu tri thuyén tic huyét khoi tinh mach.

Vi tri ciia rivaroxaban trong phong ngira cap mét thuyén tic huyét khéi tinh mach sau
cic phau thuit chinh hinh 1én duoc xdc dinh béi chwong trinh nghién ciru RECORD
(Regulation of Coagulation in Major Orthopedic Surgery Reducing the Risk of DVT and PE)
g6m bdn nghién ctru: RECORD 1, RECORD 2, RECORD 3, RECORD 4.

Hai nghién ciru dwoc tién hanh trén bénh nhan thay khop hang toan phan 1a RECORD
1 (n=4541) va RECORD 2 (n = 2509) [15,16]. Trong hai nghién ctru ndy, rivaroxaban udng
(10 mg/ngay, bat dau 6-8 gio sau khi déng da, thoi gian ding 31-39 ngay sau md) dugc so
sanh v&i enoxaparin tiém dudi da (lieu 40 mg/ngay, thoi gian dung 31-39 ngay trong
RECORD 1 va 10-14 ngay trong RECORD 2). Két qua ca hai déu cho thdy rivaroxaban lam
giam thuyén tic huyét khdi tinh mach c6 y nghia so v&i enoxaparin va khong tang nguy co
chdy mau nédng.

Hai nghién cieu khdc dwoc tién hanh trén bénh nhan thay khép géi toan phan la
RECORD 3 (n=2531) va RECORD 4 (n = 3148). Trong hai nghién ctru nay, rivaroxaban udng
(10 mg/ngay, bit déu 6-8 giv sau khi dong da, thoi gian ding 10-14 ngay sau md) duoc so sanh
véi enoxaparin tiém duéi da (liéu 40 mg/ngay trong RECORD 3 va 30 mg x 2/ngdy trong
RECORD 4, thoi gian dung 10-14 ngay). Két qua cho thiy rivaroxaban giam thuyén tic huyét
khéi tinh mach c¢6 ¥ nghia so v6i enoxaparin va khong lam tang nguy co chay mau nang.

Béng 4: Két qua chuong trinh nghién ciru RECORD

Thuyén tic huyét khoi tinh mach Xuét huyét ning %

hodc chét do bat ki nguyén nhan

%

Enoxaparin Rivaroxaban Enoxaparin Rivaroxaban
RECORD 1 3.7 1.1 0.1 0.3
RECORD 2 9.3 2.0 <0.1 <0.1
RECORD 3 18.9 9.6 0.5 0.6
RECORD 4 10.1 6.9 0.3 0.7

Rivaroxaban ciing dwoc nghién cieu trong phong ngira cdp mét thuyén tic huyét khbi
tinh mach ¢ bénh nhdn n¢i khoa qua thir nghiém 1am sang MAGELLAN (Multicenter,
rAndomized, parallel Group Efficacy and safety study for the prevention of VTE in
hospitalized medically iLL patients comparing rivaroxabAN with enoxaparin). Trong
MAGELLAN, 8.101 bénh nhan n¢i khoa niang dang nam vién duoc phan ngﬁu nhién cho
ding rivaroxaban ubng (10 mg/ngay trong 35 ngdy) hodc enoxaparin tiém dudi da
(40 mg/ngay trong 10 ngay). Két qua ban ddu cia MAGELLAN cho thiy rivaroxaban giam
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nguy co thuyén tic huyét khéi tinh mach so v6i enoxaparin (tan sudt thuyén tic huyét khéi
tinh mach sau 35 ngay 1a 4,4% & nhom rivaroxaban va 5,7% & nhom enoxaparin, p = 0,02)
nhung lam ting nguy co chdy mau (tan suat chay méau sau 10 ngay 1a 2,8% so vé&i 1,2%,
p <0,0001, va sau 35 ngay 1a 4,1% so véi 1,7%, p < 0,0001) [10].

Vi tri clia rivaroxaban trong diéu tri thuyén tic huyét khéi tinh mach cép va phong ngira
cAp hai dugc xac dinh bai chwong trinh nghién ciru EINSTEIN gdm ba thir nghiém 1am sang:
EINSTEIN-DVT thuc hién trén bénh nhan huyét khéi tinh mach sau cép, EINSTEIN-PE thuc
hién trén bénh nhan thuyén tic dong mach phéi cip va EINSTEIN-EXTENSION thuc hién trén
bénh nhan thuyén tic huyét khdi tinh mach di dwoc diéu tri bang thudc chéng déng ubng
trong 6-12 thang. Trong hai thir nghiém 1am sang dau (DVT va PE), bénh nhan dwoc phan
ngau nhién vao nhém rivaroxaban udng (15 mg x 2/ngay trong 3 tuan, sau d6 20 mg x
1 lan/ngay trong 3, 6 hodc 12 thang) hodc nhom diéu tri chimg (enoxaparin tiém dudi da
1 mg/kg x 2/ngay trong it nhat 5 ngay, kém warfarin hoic acenocoumarol udng bét dau 48 gio
sau phan nhom ngﬁu nhién, liéu dugc diéu chinh dé dat INR 2-3). Trong EINSTEIN-
EXTENSION nhirng bénh nhén da dugc didu tri béng rivaroxaban hoic thude khang vitamin K
trong 6-12 thang dugc phin ngiu nhién cho ding rivaroxaban (20 mg 1 lan/ngay) hodc gia
dugc thém 6-12 thang nita. Tiéu chi danh gid chinh 1a thuyén tic huyét khoi tinh mach tai
phat co triéu ching (14 phdi hop cac bién cd huyét khoi tinh mach sdu va thuyén tic dong
mach phéi gdy chét hodc khong). Két qua cia EINSTEIN-DVT va EINSTEIN-EXTENSION
duoc cong bd ndm 2010. ENSTEIN-DVT cho thiy rivaroxaban c6 hi¢u qua twong dwong diéu
tri chimg trong du phong thuyén tic huyét khéi tinh mach thi phat (tin suat cac bién cb 1a
2,1% & nhom rivaroxaban va 3,0% & nhém diéu tri chimg) va nguy co chay mau ciing twong
duong (tAn suit chay méu 1 8,1% & ca hai nhém) [10]. Ddi véi EINSTEIN-EXTENSION,
rivaroxaban c6 hiéu qua cao hon gia dugc trong phong ngtra thuyén tic huyét khbi tinh mach
tai phat (tdn suit cac bién c¢b 13 1,3% & nhom rivaroxaban va 7,1% & nhom gia duoc,
p <0,001) va nguy co chay mau nang tuong duong (0,7% so v61 0%, p=10,11) [10]

[2]. Chi dinh thir hai dwoc nghién ciru ciia rivaroxaban la phong ngrra djt quy, va
thuyén tic mach hé théng 6 bénh nhin rung nhi khéng do bénh van tim.

Nghién ctru xac dinh vi tri ctia rivaroxaban trong chi dinh nay la ROCKET AF
(Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition Compared with Vitamin K
Antagonism for Prevention of Stroke and Embolism Trial in Atrial Fibrillation) [11].
ROCKET AF la mét thir nghiém 1am sang phin nhém ngiu nhién mu d6i thuc hién trén
14.264 bénh nhén rung nhi khéng do bénh van tim cé tién st d6t quy, con thiéu mau nio
thoang qua, thuyén tic mach hé thong hodc it nhat 2 trong sé cic yéu té sau: suy tim hodc
phan suit tong mau thét tréi < 35%, tang huyét ap, tudi > 75, d4i thdo dudng. Bénh nhan tham
gia nghién ciru ¢6 tudi trung vi 73, nit gidi chiém ti 1& gan 40%, 55% d timg bi dot quy hoic
con thiéu mau ndo thoang qua hoic thuyén tic mach hé théng va 17% da timg bi nh6i mau co
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tim. Ti 16 rung nhi kich phét (paroxysmal) /dai dang (persistent) 1a 18%/82%. Bénh nhan dugc
phan ngiu nhién vao mét trong hai nhém: nhoém rivaroxaban (liéu 20 mg/ngay, hodc
15 mg/ngay néu do thanh thai creatinin trong khoang 30-49 ml/phit) hoic nhom warfarin
(lidu duoc diéu chinh dé dat INR trong khoang 2-3). Thoi gian theo ddi trung vi la 707 ngay.
Tiéu chi danh giG chinh vé hiéu qua 1a phdi hop céc bién ¢ dot quy (dang thiéu méau cuc bd
hoiic xuat huyét) va thuyén tic mach hé théng. Tiéu chi danh gid chinh vé tinh an toan 14 chay
méu. Két qua ROCKET AF cho thay tan sudt cac bién c6 thudc tiéu chi ddnh gia chinh trén
hai nhom rivaroxaban va warfarin khong khac biét (2,1%/mam so voi 2,4%/nam, p = 0,12).
Tan suit chiay mau ¢ hai nhom ciing khong khac biét (14,9%/nam & nhém rivaroxaban va
14,5%/ndm & nhém warfarin, p = 0,44). Tuy nhién tin suat chay mau trong hop so ¢ nhom
rivaroxaban thép hon ¢6 y nghia (0,5% so v&i 0,7%, p = 0,02) va tan suét chay mau gay chét
& nhém rivaroxaban ciing thip hon c6 ¥ nghia (0,2% so véi 0,5%, p = 0,003). Rivaroxaban
hién da dwoc cap phép luu hanh tai Viét Nam cho chi dinh phong ngira thuyén tic huyét khéi
tinh mach sau phiu thuat thay khép gdi va khép hang (vién 10 mg).

Apixaban ciing 1a mét thudc chéng dong udng méi c6 nhiéu trién vong. Két qua chuong
trinh nghién ciru ADVANCE (Apixaban for the Prevention of Thrombosis-related Events) cho
thiy apixaban udng (2,5 mg x 2/ngay) c6 hiéu qua phong ngira cdp mot ddi véi thuyén tic huyét
khéi tinh mach twong duong enoxaparin lidu 30 mg x 2/ngdy va cao hon enoxaparin lidu 40
mg/ngay trong phau thuét thay khop gdi [12], [13]. Apixaban ciing duge nghién ciru trong chi
dinh phong ngira dot quy va thuyén tic mach hé théng & bénh nhan rung nhi qua hai thir nghiém
lam sang lon 1a AVERROES (Apixaban Versus Acetylsalicylic Acid to Prevent Stroke in Atrial
Fibrillation Patients Who Have Failed or Are Unsuitable for Vitamin K Antagonist Treatment)
va ARISTOTLE (Apixaban for Reduction in Stroke and Other Thromboembolic Events in Atrial
Fibrillation). Trong AVERROES, 5.599 bénh nhan rung nhi khong thich hop véi diéu tri bang
thube khang vitamin K dwoc phan ngau nhién cho ding apixaban (5 mg x 2/ngay) hodc aspirin
(81-324 mg/ngay). Két qua AVERROES cho thiy apixaban giam c6 y nghia dot quy va thuyén
tac mach hé théng so véi aspirin (murc giam 55%, p < 0,001) va khong ting nguy co chay méu
ning [14]. Trong nghién ctru ARISTOTLE dugc cong bd cudi thang 8/2011, 18.201 bénh nhén
rung nhi khéng do bénh van tim c¢6 kém it nhat mot yéu té nguy co khéac cua dot quy duoc phén
ngau nhién cho dung apixaban (5 mg x 2/ngay) hodc warfarin (liéu duoc diéu chinh dé dat INR
trong khoang 2-3). Sau thoi gian theo ddi trung vi 1,8 nim, cac nha nghién ciru nhén thay tin
sudt dot quy hodc thuyén tac mach hé théng & nhém apixaban thap hon ¢ ¥ nghia so véi nhém
warfarin (1,27%/nam so véi 1,60%/nam, p = 0,01). Ngoai ra, apixaban con giam nguy co chay
méu ning va tr vong do moi nguyén nhan so véi warfarin (tdn sut chay mau ning ¢ hai nhom
lan luot 14 2,13%/ndm va 3,09%/mam, p < 0,001; tr vong do moi nguyén nhan ¢ hai nhém lan
luot 14 3,52% va 3,94%, p = 0,047) [15]. Phong ngira cAp hai ddi véi cac bién cd thiéu mau cuc
b sau hoi chimg mach vanh cap 1a mot huéng nghién ciru méi vé vai tro cua céc thude e ché
trire tiép Xa. Tuy nhién két qua cua nghién ctru APPRAISE-2 vé vén dé nay da gay thit vong
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cho y giGi [16]. Trong thir nghiém lam sang phan nhom ngau nhién mu d6i ndy, bénh nhan mai
bi hoi chimg mach vanh cp (trong vong 7 ngay) dugc cho dung thém apixaban (5 mg x 2/ngay)
hoic gia duge ngoai liéu phap khang tiéu cdu chuan. APPRAISE-2 da phai két thic sém sau khi
tuyén duoc 7.392 bénh nhan, véi 1y do 1a apixaban khong giam cac bién ¢b thiéu mau cuc bd (nhdi
méu co tim, dot quy dang thiéu mau cuc b hodc chét do nguyén nhén tim mach) va con lam ting
dang ké nguy co chay mau, dic biét 1a chay mau trong hdp so va chay mau gay chét[16].

Két lugn

Pdng thoi s hiru wu diém st dung dugc duong udng gidng vai thubc khang vitamin K,
céc thube thé hé méi da cai thién duoc cac nhuoc diém ciing nhu c¢6 duge nhitng tinh ning
vuot trdi vé mit duge 1y va bang chimng tich Iy tir cac thir nghiém 1am sang 16n da thyuc hién
va dang “thai nghén”, hy vong co nhiéu dong luc dé thay thé dan liéu phép chong dong co
dién véi thude khang vitamin K trong mét so chi dinh nham giai tai 4p luc diéu tri cling nhu
gop phan nang cao tinh tudn thu didu tri cho bénh, vén 14 yéu t6 tac dong khong nho dén
thanh cong toan b liéu trinh trudce va sau khi diéu tri.

- Chi dinh thtt nhét: phong ngira cap mot ddi véi thuyén tédc huyét khéi tinh mach sau
phau thuat thay khép hang va khop gbi: Dabigatran, rivaroxaban va apixaban déu 1a liéu phap
thay thé uu viét hon so véi enoxaparin tiém dudi da.

- Chi dinh thtr hai: phong ngira cip hai doi véi thuyén tdc huyét khdi tinh mach:
Ca dabigatran va rivaroxaban déu co thé thay thé thudc khang vitamin K.

- Chi dinh thtr ba: 1a phong ngtra dot quy va thuyén tdc mach hé thong & Bénh nhdn
rung nhi khong do bénh van tim: dabigatran, rivaroxaban, apixaban déu co thé thay thé thude
khang vitamin K, riéng dabigatran da dwoc cac co quan quan ly duoc chap thuan cho ding
trong chi dinh nay, tirc 1a khong can dén khi bénh nhan c6 chéng chi dinh hay gip ADR trong
qué trinh diéu tri véi khéng vitamin K tru¢e d6. Uu diém cua cac thudc chong dong uéng méi
so v6i thude khang vitamin K dd qua rd rang, nhung tré ngai duy nhét 1a gia thanh nén nhin
nhén mot cach thuc té day chinh la rao can 16n nhét d6i véi bénh nhéan 1an béc si.
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