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KET QUA PIEU TRI BENH NHAN CHAY MAU NAO PANG DUNG THUOC CHONG
PONG PUONG UONG TAI TRUNG TAM POT QUY BENH VIEN BACH MAI

Pao Thi Huong', Mai Duy Tén™>*, Pao Vi¢t Phwong™*,

TOM TAT

Muc tiéu: Danh g|a két qua diéu tri cia nhém
bénh nhan chay mau nao dang dung thudc chdng
dong dudng udng. So sanh cac dac d|em bénh nhan
glLra 2 nhom bénh nhan dung DOAC va VKA tai trung
tam dot quy bénh vién Bach Mai. P6i tugng va
phuang phap: Nghién CU’U mo ta, cac bénh nhan
dugc chan doan chay mau ndo, kha| thac tién st cd
stf dung thudc chong dong du‘dng udng vao trung tam
dét quy bénh vién Bach Mai tir thang 10/2023 dén
thang 10/2024 Nhan xét két qua didu tri, mo ta dic
diém cua cac bénh nhan chay mau nao d 2 nhém
diing DOAC va VKA. Két qua: nghién clru c6 36 bénh
nhan trong dé c6 32 ca (88.9%) dang dung VKA, 4 ca
(11,1%) dung DOAC (gom 3 Rlvaroxaban 1
Endoxaban). Thudng gap & nhitng doi tugng I6n tudi
> 65, diéu tri, diéu tri rung nhi la chd yeu ty 1€ tor
vong trén 50% Khong cd su khac biét ve cac triéu
chiing 1am sang ] ca 2 nhém dung DOAC va VKA, tuy
nhién chi s INR va APTT & nhdm VKA cao hon han
nhém DOAC (p< 0,05). Vi tri chay mau thutng gap
trén phim cat I8p vi tinh va cong hudng tr cht yéu la
trén [éu & ca 2 nhdm. Két luan: Chay mau ndo &
nhém dlng VKA thudng gap han DOAC. Can theo ddi
chdt ch& INR & nhom benh nhan dung VKA, dac b|et la
d0| tugng cao tudi, ngoai chi dinh bat buoc c6 thé
can nhac dung DOAC thay thé& VKA khi c6 chi dlnh Tor
khoa: chong dong, DOAC, VKA, chay mau nao.
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ORAL ANTICOAGULANTS AT THE STROKE
CENTER OF BACH MAI HOSPITAL

Objective: Outcomes of intracerebral
hemorrhage  patients  currently  using  oral
anticoagulants. Compare patient characteristics

between two groups of patients using DOACs and
VKAs at the Stroke Center of Bach Mai Hospital.
Subjects and Methods: Descriptive study of
patients diagnosed with intracerebral hemorrhage and
with a history of oral anticoagulant use at the Stroke
Center of Bach Mai Hospital from October 2023 to
October 2024. Outcomes and characteristics of
intracerebral hemorrhage patients were described in
both DOAC and VKA groups. Results: The study
included 36 patients, of which 32 cases (88.9%) were
using VKAs and 4 cases (11.1%) were using DOACs
(including 3 Rivaroxaban, 1 Endoxaban). The ages
was commonly found in elderly patients =65 years
old, being treated for atrial fibrillation, with a mortality
rate over 50%. There was no difference in dinical
symptoms between the DOAC and VKA groups;
however, INR and APTT indices in the VKA group were
significantly higher than in the DOAC group (p<0.05).
The most common bleeding location on CT-scan and
MRI was above the cerebellum tentorium in both
groups. Conclusion: Intracerebral hemorrhage in the
VKA group was more common than in the DOAC
group. Close monitoring of INR is necessary in
patients using VKAs, especially in elderly subjects.
Beyond mandatory indications, using DOACs as an
alternative to VKAs should be considered when
indicated. Keywords: anticoagulation, DOAC, VKA,
intracerebral hemorrhage

I. DAT VAN DE

Liéu phap chéng dong mau la nén tang cla
diéu tri huyét khai tinh mach cling nhu du phong
dot quy th phat do rung nhi. Viéc sr dung lau
dai cac thudc chdng dong mau dudng ubng va
cac thudc chdng huyét khdi d& phong ngira cac
bién c8 huyét khéi va tdc mach mau ngay cang
gia tdng?. Cac thudc chdng doéng da dugc sur
dung tir rat l1au nhu thudc khang vitamin K (VKA)
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dugc dugc cuc quan ly thuc phdm va dugc pham
Hoa Ky phé duyét tir ndm 1954 dé& ngdn nglra
cac bién c6 huyét khai thir phat va nguyén phat
do rung nhi. T nam 2010 FDA phé duyét thudc
chdng dong mau dudng udng truc ti€p (DOAC)
dau tién (dabigatran) dé du phong dot quy thiéu
mau nao & bénh nhan rung nhi khong do bénh
van tim, tiép theo do Ia rivaroxaban, apixavan?.
Ngoai cac thudc chdng dong dudng udng, cac
thu6c ch6ng dong mau dudng tinh mach cling
dugc sr dung nhiéu trong lam séng G rat nhiéu
chuyén nganh nhu hdi sic cdp clu, gay mé,
phau thuat, tim mach... Rat nhiéu bénh ly lam
bién ddi qua trinh dong mau nhu ung thu lam
tang qué trinh dong mau 1a nguyén nhan dan tdi
tac mach, déc biét 1a huyét khdi tinh mach sau.
Cac benh ly K ph0| ung thu hé tiét niéu, tac
ddng mach phdi cip, tdc mach chi, cac phau
thuat I6n nhu thay khdp hang, phau thuat thay
khép 90| cac ky thuat loc mau... déu can sur
dung cac thubc chdng dong34 Ben canh nhiéu
vai tro tich cuc, khong thé khong ndi dén nhirng
tdc dung khong mong mubn cla cac thudc
chong dong mau, trong dé bi€n cd chay mau,
dac biét la chay mau ndo la bién c6 dang sg nhat
cla cac phuong phap diéu tri nay, nguy cg tr
vong cao’. Theo thdng k& chdy mau ndo chiém
10% dot quy ndo G cac nudc thu nhap cao, 20%
dot quy ndo & cac nudc thu nhap thap, tuy nhién
ty 1€ tir vong cao tudgng U'ng la 25-35% va 30-
48% va dé lai di chiing ndng né, chi phi diéu tri
va cham soc rat ton kém. Tai Viét Nam, ty Ié
chay mau ndo nguyén phat tuong d6i cao. Trung
binh moi ngay trung tdm dot quy bénh vién Bach
Mai c6 15-20 bénh nhan nhdp vién vi chay mau
n3o’. Nguyén nhan cht yéu gy chdy mau nao &
cac_nudc phu’dng Tay la bénh dong mach nao
nhiém bot va st dung thudc chong déng mau
dudng uong la 2 nguyen nhan pho bién, trong
dd chay mau ndo do st dung thubc chdng dong
chiém 10-20%, 30% dang dung thubc khang
tiu cau'®. Cac thudc chng déng dudng udng,
dac biét la cac thudc chdng dong thé hé mdi
ngay cang cho thay hiéu qua diéu tri va giam cac
bién ¢G, dac biét la bién cd chay mau ndo. Gan
day & Viét Nam chua ¢ nghién clru cu thé vé
bién cd chdy mau ndao & bénh nhan dang su
dung thuGc chéng déng dudng udng. Vi vay
ching t6i ti€n hanh nghién clu: Két qua diéu
tri bénh nhan chdy mau ndao dang ding
thuoc chéng déng duong udng tai Trung
tim Dot quy Bénh vién Bach Mai.

IIl. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U
2.1. B6i tugng nghién ciru

- Cac bénh an cta bénh nhan chay mau ndo
dang dung thuGc chong dong dudGng udng vao
Trung tdm DOt quy Bénh vién Bach Mai.

2.1.1. Tiéu chudn chon bénh nhan.
Nghién clru sé lay toan bd bénh an cac bénh
nhan du tiéu chuan:

e Chan doan chay mau ndo.

e Pang dung chdng déng dudng udng: ké
tor [dn cudi s dung- vao vién: < 48 gid doi vdi
thu6c chong dong DOAC, INR = 1.3 d6i vdi bénh
nhan dang dung thudc chong dong khang VKA.

2.1.2., Tiéu chuén loai trir, Bénh nhan cé
mot trong céc tiéu chuén dudi day sé bi loai khoi
nghién clu:

- Bénh ly bat thudng dong mau.

- Chay mau ndo cd cd ché chan thuong.

- Chdy mau ndo trong u, trong & nhdi mau,
v di dang mach nao.

- Dung phéi hgp VKA hodac DOAC vdi thudc
khang ngung tap ti€u cau.

So do nghién ciru:

Bénh nhan chay mau nao
dang dung thudc chéng déng

Cac BN chay mau n&o du
tiéu chudn nghién clru
¥
Panh gia dac diém lam sang,
can 1dm sang, hinh anh hoc

v
Panh gia két qua
diéu tri

¥
| Ghi nhan két cuc I

2.2. Phuong phap nghién ciru

- Thiét ké nghién ciru: nghién clru mo ta

Thoi gian va dia diém nghién cu: tir thang
10/2023 dén thang 12/2024 tai trung tdm dot
quy bénh vién Bach Mai. Trong thdi gian nghién
ctu ¢d 4 bénh nhan chay mau ndao cd INR < 1,3
dang dung khang Vitamin K va 2 bénh nhan
chay mau ndo dang dung VKA cd lién quan cc
ché chan thu‘dng bi loai khoi nghlen ctru.

- €& mau: Chon ¢ mau ldy toan bd miu
thoa man diéu kién nghién clru

- Chi s6 nghién cuu:

+ LAm sang: tudi, gidi tinh, tién s bénh
(tdng huyét ap, dai thao dudng, suy than, suy
tim, bénh van tim), vi tri chay mau ndo, thé tich
mau tu, két qua diéu tri, cac thang diém danh
gia mrc do chay mau nao va dot quy.

+ Can lam sang: Hemoglobin, creatinin, INR,
aPTT.

2.3. Xir ly s6 liéu: - Bang phan mém spss
phién ban 20.0, d{ liéu dugc trinh bay dudi dang
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ty 1é % va tan so vdi bién dinh tinh dang trung
binh + d6 1éch chudn hodc trung vi (t& phan vi)
dai vai cac bién dinh lugng. So sanh su khac biét
giita cdc nhdm dung kiém dinh T-test, kifm dinh
khi binh phugng va Mann Whitney U test.

- Khac biét cod y nghia thong ké khi gia tri
kiém dinh p < 0,05.

2.4. Pao diurc nghién ciru. Nghién ctru da
thong qua HOi dong bao vé y dlc bénh vién
Bach Mai. Cac théng tin vé bénh nhan dugc hoan
toan bao mat. Cac s6 liéu thu thap dugc chi
nham muc dich phuc vu cho nghién clru, két qua
nghién clu dugc dé xuat s dung vao muc dich
nang cao suc khoé cho cong déng, khong si
dung vao muc dich khac.

Il. KET QUA NGHIEN cU'U
Sales

8,392 7%

= VKA Endoxaban

= Rivaroxaban

Biéu db 1: Ty Ié cac thuéc chéng déng gap
trong nghién cuu

Trong nghién cru cua chung t6i thu dugc 36

bénh nhan chay mau ndo trong dé 32 bénh nhan

tuong nghién cuu
Nhoém

VKA DOAC | p

Rung nhi (n,%) 16,84.2% [3,15.8%|0.345
Tang huyét ap (n,%) |15,88.2% [2,11.8%0.906
Nh6i mau ndo cii (n,%)|8,100.0% | 0,0.0% [0.257
Suy tim (n,%) _ [11,100.0%]0,0.0% |0.159)
Suy than (n,%) 2,100.0% | 0,0.0% |0.607|
Bénh van tim (n,%) |14,93.3%[1,6.7% |0.473
Dai thdo dudng (n,%) | 4,80.0% [1,20.0%0.496
Chay mau nao hay gap & nhém doi tugng co
tién sir bénh tang huyét ap, rung nhi, dai thao
dudng va c6 bénh van tim.
Bang 4: Triéu chirng Iam sang lic nhap vién
Nhom DOAC | p

Tién sir bén

N VKA

15,88.2%|2,11.8%|0.906

22,95.7%| 1,4.3% |0.086

Non (n,%) 7,87.5% [1,12.5%|0.887

Liét van dong (n,%) |8,80.0% [2,20.0%0.293

RGi loan ngon ngir (n,%)| 6,85.7% |1,14.3%|0.766

Chong mat (n,%) 2,66.7% |1,33.3%0.201

Co giat 1,100.0%|0,0.0% |0.720,

Triéu chdng 1am sang hay gdp nhdt & ca 2

nhom la dau dau, non, rdi loan y thic va liét van

dong.

Bdng 5: Pac diém can IAm sang lic

nhap vién

Triéu chirng 13
RGi loan y thirc (n, %)
Pau dau (n,%)

ding VKA (89%), 3 bénh nhan diung | Nhém VKA DOAC |
Rivaroxaban (8,3%) va 1 bénh nhan dung [Canlam sa (X'x SD) | (X" SD)
Endoxaban (2,7%). Hb 136.0+18.6/124.8+11.6(0.249
Bang 1: Pac diém chung cua nhom Creatinin 84.84+32.9(69.3+28.9 0.373
bénh nhén nghién cau INR 4.03+3.26 | 1.34+0.11 /0.009
Pac diém chung n % APTT (s) 2.91+5.30{0.98+0.10 [0.034
Tudi < 65 16/36 44,4 Cac thay doi can lam sang chu yéu la téng INR
Tuoi > 65 20/36 55,6 va tang APTT & nhdm VKA so vGi nhom DOAC.
gidi, nam, n (%) 18/36 50 Bang 6: Pac diém hinh anh hoc:
Rung nhi, n (%) 21/36 58,3 Nhom
Nghién clu c6 50% la nam, 55,6% bénh |Hinh anh hoc VKA | DOAC | p
nhan tudi tir 65 trg 1én, 58,3 % céac bénh nhan  |Chay mau trén [Bu (n,%)| 22,88% | 3,12% [0.641

dung chdng dong la do rung nhi.
Bang 2: Pac diém bénh nhan phin theo
nhom thuéc chéng déng
DOAC
n=4
2,11.1%

VKA
n=32 P
16,88.9% | 1.00

Pic diém chung

Gidi, nam, n (%)
T vong, n (%) |[2,10.5% [17,89.5% | 0.906
TuOi, trung vi, IQR| 65,21 | 68.5,35 | 0.865
Tubi trung binh clia nhém bénh nhan dang
dung VKA cao han so vGi DOAC (68,5 so Vdi
65,21). Khong cd su khac biét vé gidi tinh va ty
Ié tr vong G 2 nhom
Bang 3: Tién su’ bénh ly cua nhom déi

Chay mau dugi [éu (n,%)|9,90.0% [1,10.0%]0.902

Chady mau ndo that (n,%)|1,100.0%] 0,0.0% |0.974

Khong thdy co su khac biét vé ty I€ tir vong,
tudi trung binh cling nhu gidi tinh gilta 2 nhém
diung DOAC va VKA. Tién st bénh ly & 2 nhom
nghién clu cling khong thay su khac biét, tuy
nhién xuat huyét ndo hay gdp & nhom déi tugng
tang huyét ap va dai thao dudng, rung nhi. Chua
thay co su khac biét cd y nghia thong ké vé cac
triéu chiing 1dm sang & 2 nhom. Su’ khac biét co y
nghia thong ké vé cac chi s6 can lam sang: INR,
APTT (s) 6 nhdm VKA cao hon so véi nhém DOAC
c6 bién c8 chay mau ndo. P3c diém hinh anh hoc
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trén phim chup cét Ip vi tinh va cdng hudng tir V. KET LUAN

cht yéu & ca 2 nhdm la chady mau trén léu.
IV. BAN LUAN

4.1. Pac diém chung cida nhém bénh
nhan nghién ciru. Trong nghién ciru clia ching
t6i bi€én c6 chay mau ndo thuGng gdp trén bénh
nhan dung chGng dong dudng udng loai VKA
(89%), chi dinh dung nhiéu nhdt la rung nhi
(58,3%). Thudng gdp & nhitng bénh nhan tudi
cao, tudi > 65 chiém 55,6%. Bién cd xudt huyét
ndo dang dung khang dong dudng udng thudng
gap G cac bénh nhan co tién sir tang huyét ap va
dai thdo dudng. Két qua nay tugng tu nhu cla
tac g|a Hoang BUI Hai?, tac gia Mathew L va cdng
su ! va tac gia ® Ying Xlan.

Tac gia Hoang BUi Hai ty 1€ chdy mau ndi so
G nhom DOAC la 0%, VKA la 13,6%.

Ty I€ tr vong chung do chdy mau ndo & ca 2
nhom la > 50%, tuong tu nghién clu clia cac
tac gid Andrea Morrotti 1a 67%” va tac gia Arne
Lauer® 13 50% va hay g&p & nhdm bénh nhan
rung nhi, tac gia Ying Xian ty Ié t& vong & nhom
DOAC la 22,6%, VKA la 42,7%°. Tuy nhién
nghién clu cua chdng toi chi cd6 4 bénh nhan
chay mau nao dang dung DOAC nén danh gia ty
Ié t&r vong con han ché.

4.2. Pac diém caa bénh nhan theo loai
thudc chong dong. Cac triéu chiing lam sang &
ca 2 nhdm déu mang cac déc diém chung cla
bénh canh xudt huyét ndo ndi chung: xudt hién
dot ngbt, dau dau (72,5%), r6i loan y thic
(71,7%), liét van dong (28%). Tuong tu nghién
clfu cla tac gid Mai Xuan Thién: dau dau
(72,5%), liét van dong (79,6%), rdi loan y thic
(80%)°, tac gid Debabrata Goswami va cong su’
dau dau 90%, r6i loan y thdc (80%) va liét van
dong (88,9%)°.

Cac triéu chirng can lam sang chd yéu tdng
gia tri INR va kéo dai APTT cla nhom VKA cao
hon hdn so véi nhdm DOAC, cé y nghia théng ké
vGi p < 0,05. Nghién clru cla chtilng toi INR
trung binh ciia nhém VKA la 4,03, cua Hoang BUi
Hai* 1a 3,88, cua Morrotti |a INR> 47,

Vi tri chay mau ndo thudng gap trén phim
cat I16p vi tinh hodc cong hudng tir thudng gap
chd yéu & trén léu G ca 2 nhom (26/36 =72%),
tdc gida Mai Xudn Thién la 67,8%° va tac gia
Duncan va cdng su' |a 40% 1°

VEé ty 1€ tr vong & 2 nhdm khong cd su khac
biét, tuy nhién ty |I€ gap bi€n cd chay mau ndo &
nhom dung VKA la terdng gap han nhém DOAC
va do sO li€u vé bi€én c6 chay mau ndo & nhom
DOAC con nhd nén su danh gia can cé goc nhin
rong han dé€ danh gid toan dién.

10

Bi€n cd chay mau ndo trén nhitng bénh nhan
dang dung thu6c khang dong duGng udng
thudng gap & nhdm VKA hon la nhdom bénh nhan
dung DOAC. Cac triéu chiing Iam sang va ty 1€ tlr
vong & ca 2 nhdm la khong cd su khac biét. Hay
gdp & d6i tugng tudi cao, rung nhi va cac chi s6
can lam sang cé su khac biét vé chi s6 INR &
nhom dung VKA so v8i nhéom DOAC. Do vay can
theo doi chdt ché INR & nhom dung VKA trong
khi nhdom DOAC khong can.

TAI LIEU THAM KHAO

1. Morotti A, Goldstein IJN. Anticoagulant-
associated intracerebral hemorrhage. Brain
Hemorrhages. 2020;1(1): 89-94. doi:10.1016/

j.hest.2020.01.001

2. Phan Thi Diép, Hoang Bui Hai. bic diém 1am
sang, can lam sang bénh nhén dang dung thudc
ch6ng ddng mau dudng udng vao cap cliu véi bat
ki chdy mau nao. VMJ. 2024;535(1).
doi:10.51298/vmj.v535i1.8567

3. Lyman GH, Bohlke K, Khorana AA, et al.
Venous thromboembolism  prophylaxis and
treatment in patients with cancer: american
society of clinical oncology clinical practice
guideline update 2014. J Clin Oncol. 2015;33(6):
654-656. doi:10.1200/1C0.2014.59.7351

4. Mai Nhu Chéat. Danh gia tinh trang st dung mét
s6 thubc chdng dong, va dong mau trén bénh
nhan cao tudi dudc phau thudt tai bénh vién hitu
nghi viét dirc. ludn vin chuyén khoa cip II. Pai
hoc'Y Ha N&i; 2020. Accessed April 23, 2024.
http: //dulleuso hmu.edu. vn/handle/hmu/2632

5. Mai Xuan Thién. Nghién ciu dp dung thang
diém ich va ich-gs trong tién Iugng bénh nhan
xuat huyét ndo nguyén phat tai khoa cap clu.
ludn van thac sy y hoc. Dai hoc Y Ha Noi; 2018.

6. Xian Y, Zhang S, Inohara T, et al. Clinical
Characteristics and Outcomes Associated With
Oral Anticoagulant Use Among Patients
Hospitalized With Intracerebral Hemorrhage.
JAMA  Network Open. 2021;4(2):e2037438.
doi:10.1001/jamanetworkopen.2020.37438

7. Morotti A, Goldstein JN. Anticoagulant-
associated intracerebral hemorrhage. Brain
Hemorrhages. 2020;1(1):89-94. do0i:10.1016/
j.hest.2020.01.001

8. Lauer A, Pfeilschifter W, Schaffer CB, Lo EH,
Foerch C. Intracerebral haemorrhage associated
with  antithrombotic treatment: translational
insights from experimental studies. Lancet Neurol.
2013;12(4): 394-405. doi:10.1016/S51474-
4422(13)70049-8

9. Safatli DA, Giinther A, Schlattmann P,
Schwarz F, Kalff R, Ewald C. Predictors of 30-
day mortality in patients with spontaneous
primary intracerebral hemorrhage. Surg Neurol
Int. 2016;7 (Suppl 18):S510-517. doi:10.4103/
2152-7806.187493

10. Wilson D, Seiffge DJ, Traenka C, et al.
Outcome of intracerebral hemorrhage associated
with different oral anticoagulants. Neurology.
2017;88(18):  1693-1700.  doi:10.1212/WNL.
0000000000003886



