300 Tap chi Khoa hoc Truomg Pai hoc Quéc t& Hong Bang - S8 Dic biét: Hoi nghi Khoa hoc strc khde ndm 2025 - 5/2025

DOI: https://doi.org/10.59294/HIUJS.KHSK.2025.030

PANH GIA TINH AN TOAN VA HIEU QUA CHONG PONG
CUA ACENOCOUMAROL TREN BENH NHAN NGOAI TRU
BENH VIEN NHAN DAN GIA PINH NAM 2024
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ITrwong Pai hoc Quoc té Hong Bang
°Bénh vién Nhan déan Gia Pinh

TOM TAT

Bdt vin dé: Thudc chong dong khang vitamin K ¢6 khoang tri liu hep, dat muc tiéu diéu tri con
nhiéu khé khan. Muc tiéu: Xdc dinh ty I¢ su dung thudc chong dong khang vitamin K, danh gid hiéu
qud-an toan va phan tich cac yéu té lién quan. Poi twong va phwong phdp nghién ciru: Nghién ciru
mé ta cdt ngang, héi ciru trén 372 hé so bénh dn bénh nhan ngogi tru tai phong kham tim mach Bénh
vién Nhan dan Gia Dinh 01/01/2024 - 30/9/2024. Hiéu qua dya trén thoi gian trong pham vi dzéu tri
(TTR) va tan sudt trong khoang myc tiéu (FIR) duoc danh gid bang chi s6 chudn héa quoc té (INR),

tinh an toan dira vao bién c6 khi sir dung thuéc. Phén tich yéu t6 lién quan bang héi quy logistic. Két
qua: Tuéi trung binh 64.0 £ 11.6. Toan bo doi twong su dung acenocoumarol: thay van tim co hoc
(46.5%), rung nhi khéng do van (36.3%), rung nhi do van (11.0%), thuyén tdc (6.2%), Liéu trung vi
tuan 8.0 (7.0 - 10.6)mg. Mikc dd phikc tap sir dung acenocoumarol: thap (67.2%), trung binh (19.9%),
cao (12.9%). INR trung binh 2.81 + 0.74, thoi gian trong pham vi diéu tri tot TTR > 60% (16.4%),
tan sudt trong khodang muc tiéu tot FIR > 50% (36.6%), ADE huyét khoi (8.6%,), ADE xudt huyét
(16.7%). Phan tich da bién cé moi lién hé: liéu trung vi tudn véi FIR > 50% (OR = 1.070; 95% CI
1.011-1.132; p = 0.020), liéu trung vi tuan véi ADE huyét khoi (OR = 1.100; 95% CI 1.009 - 1.199;
p = 0.030), mirc d6 phirc tap sir dung acenocoumarol trung binh véi ADE xudt huyét (OR = 2.105;
95% CI 1.068 - 4.150; p = 0.032). Két ludgn: Hiéu qud acenocoumarol chira cao, can theo déi doi
twong nguy co cao, nguy co huyét khoi can hiéu chinh liéu phit hop, nguy co xudt huyét can tw van
cdch sit dung thudc an toan.
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EVALUATION OF THE SAFETY AND EFFICACY OF ACENOCOUMAROL
IN OUTPATIENTS AT GIA DINH PEOPLE'S HOSPITAL IN 2024

Nguyen Tien Hung, Nguyen Thi Thu Huong, Pham Hong Tham

ABSTRACT

Background: Vitamin K antagonists (VKAs) have a narrow therapeutic range, making it challenging
to achieve treatment targets. Objectives: To determine the proportion of VKA use, evaluate their
efficacy and safety, as well as analyzing related factors. Methods: A retrospective cross - sectional
study was conducted on 372 outpatients’ medical records from a cardiology clinic between January
1, 2024, and September 30, 2024. Effectiveness was assessed based on time in therapeutic range
(TTR) and frequency in target range (FIR) using the international normalized ratio (INR), while
safety was evaluated based on adverse events related to medication use. Associated factors were
analyzed using logistic regression. Results: The average age was 64.0 = 11.6. All patients used

acenocoumarol: mechanical heart valve replacement (46.5%), non-valvular atrial fibrillation
(36.3%), valvular atrial fibrillation (11.0%), and embolism (6.2%). The median weekly dose was 8.0
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(7.0 - 10.6) mg. The complexity of acenocoumarol usage was classified as low (67.2%), moderate
(19.9%), and high (12.9%). The mean INR was 2.81 + (.74, the therapeutic time in range TTR > 60%
was 16.4% and the frequency in target range FIR > 50% was 36.6%. Thrombotic adverse drug events
(ADE) was 8.6% and bleeding ADEs was 16.7%. Multivariate analysis showed a correlation between
median weekly dose and FIR > 50% (OR = 1.070; 95% CI 1.011 - 1.132; p = 0.020), as well as an
association between median weekly dose and thrombotic events (OR = 1.100; 95% CI 1.009 - 1.199;
p = 0.030). Moderate complexity in acenocoumarol use was linked to an increased risk of bleeding
events (OR = 2.105; 95% CI 1.068 - 4.150; p = 0.032). Conclusions: The effectiveness of
acenocoumarol treatment remains low. High-risk patients need close monitoring, high thrombotic
risks require appropriate dose adjustments, while patients at high risk of bleeding require thorough
counseling on the safety medication use.

Keywords: Vitamin K antagonist anticoagulants (VKA), acenocoumarol, Gia Dinh People's Hospital

1. PAT VAN PE

Viée st dung thuéc chéng dong khang vitamin K nhu acenocoumarol va warfarin 1a thiét yéu trong
diéu tri mot s6 bénh, ddc biét 1a rung nhi hay du phong huyét khoi nhat 13 trén bénh nhan di phau
thuat thay van tim co hoc. Tac dung chung cac thudc nhoém nay giam cac bién chimg nghiém trong
hon do huyét khdi gdy nén nhu nhoi mau co tim hay dot quy.

Tuy nhién, thudc chong dong khang vitamin K dugc blet dén 1a mot thube co khoang tri liéu hep,
nguy co gap blen ¢d trong qué trinh st dung thudc 13 rat cao va hiéu qua diéu trj c6 thé bj anh huong
boi nhiéu yéu t6 nhu ‘tuong tac thuoc tinh trang va sy tuan thu cua bénh nhan. Pé theo ddi diéu tri,
can phai duy tri chi s6 chudn hoa quoc té (INR) nam trong khoang mong mudn. Ngoai ra dé phan anh
chinh xac hon vé hiéu qua cua thudc, thoi gian trong pham vi diéu tri (TTR) duoc sir dung dé danh
gia hiéu qua va an toan trong st dung thudc [1]. Mot nghién clru nam 2023 cho két qua INR trung
binh 2.24 + 0.91 va TTR 46.5 £ 29,3% véi ti 1& bién ching xut huyét 1a 13.6% va ti 1& gap bién
chtng huyét khi 13 0.56% [2].

Tai Bénh vién Nhéan dan Gia Dinh, da c6 nghién ctru thyc hién trén vé kién thire, sy tuén thu va bién
¢6 trén bénh nhan st dung thuc chdng dong duong ubng. Tuy nhién van chua co nghién clru vé hiéu
qué cta thuc chéng dong khang vitamin K. Nhim cung cap thong tin tong quan hon vé thyc trang
su dung thuéc VKA, nghién ctru dugc thyc hién voi cdc muc ti€u:

- Xac dinh ty 1€ thudc chéng dong khang vitamin K duoc sir dung & bénh nhéan c¢6 bénh 1y tim mach
diéu tri ngoai tra tai Bénh vién Nhan dan Gia Binh nam 2024.

- Dénh gi4 hi€u qua va tinh an toan cua viéc st dung acenocoumarol ¢ bénh nhan c6é bénh ly tim
mach diéu tri ngoai trt1 thong qua chi s6 INR, bién chirng huyét khoi va bién chung xuat huyét.

2. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong

C6 372 ho so bénh an duoc lya chon ¢6 chi dinh sir dung thude chéng dong khang vitamin K, cac ddi
tuong nghién ctru la hd so bénh an duoc diéu trj ngoai tra va cg it nhét 3 1an duoc do chi s6 INR tai
khoa tim mach Bénh vién Nhan dan Gia Pinh tir thdng 01/01 dén thang 30/9 nam 2024.

2.1.1. Tiéu chudn lwa chon

- Bénh nhan dugc chi dinh thude chéng dong khéng vitamin K.

- Bénh nhan c6 it nhat 3 1an tai khim va duoc do chi s6 INR t6i thiéu 3 1an.
2.1.2. Tiéu chudn logi triv

- Bénh nhén duéi 18 tudi.

- Bénh nhan mang thai.

- Chi s6 INR dugc do trong qua trinh nhép vién.
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- Bénh nhén dugc chi dinh sir dung acenocoumarol cho hoi chimg khang phospholipid khong c6 tién
str huyét khéi.

2.1.3. Lwa chon miu

Phuong phap ldy mau c¢6 muc dich, thu thap s6 liéu mau nghién ctru tai Bénh vién Nhan dan Gia Dinh
tir thang 1/2024, dya trén hd so bénh nhan dap Gng tiéu chuén lya chon va khéng thudc tiéu chuin
loai trir. Ap dung cong thirc uc lwong mét ty 18 trong quan thé:

Z*xp (1-p)

2

n —

c

V6i d6 tin cdy mong mudn 95% thi Z = 1.96; sai s6 cho phép ctia nghién ciru 1a ¢ = 5% va udc doan

tham s6 cua quan theé. Dya theo nghién ctru ciia D6n Thi Thanh Thuy nam 2016, vdi chi s6 hiéu qua
p =33.1% [3], két qua c& mau can la n = 340.3.

bé tang do tin cady cua két qua nghién cuu, léy hoan toan 372 ddi tuong dat cac ti€u chuén lya chon
va loai trur.

2.2. Phuwong phap nghién ciru
2.2.1. Thiét ké nghién ciru
Nghién clru mo ta cat ngang.

2.2.2. Ngi dung nghién ciru
- Hiéu qua:
Dua vao xét nghiém chi s6 chudn hoa qudc té International Normalized Ratio (INR) c6 thé danh gia
hiéu qua cua thude dua trén thoi gian trong pham vi diéu tri (TTR) va tan suét trong khodng muc tiéu
(FIR) theo cong thirc dudi ddy. Dya trén nghién ctru tai Malaysia duoc thuc hién véi chi s6 thoi gian
trong pham vi diéu tri tot 1a > 60% [4]. Ngoai ra, chi sd nay ciing ddng nhat theo hudng dan diéu trj
rung nhi cta ESC nam 2024 v&i TTR > 60% duoc xem 1a kiém soat dong mau t6t, va chi sd ndy s&
tuong tmg véi FIR > 50% [2, 5].

S8 ngay INR nam trong khoang muc tiéu

TTR=

Téng s6 ngay theo doi

FIR= S6 lan INR nam trong khodng muc tiéu

Téng s6 1An do INR
- An toan:
Bién cb bat lgi trong qua trinh str dung thuéc Adverse Drug Events (ADE): Gom bién ¢ huyét khdi,
bién cb xuét huyét va bién cb rdi loan dong mau (bién cb 16i loan dong mau 1a sy xuét hién cua ca
bién ¢ huyét khdi hodc xuat huyét).

Ngoai ra, dua vao dic diém bénh nhan, tinh trang bénh hay thudc str dung c6 thé danh gia nguy co
xuét hién huyét khdi bang bang diém CHA2DS2 - VASc va danh gia nguy co cao gip bién cd xuét
huyét bang thang diém HAS - BLED [6, 7].

Mirc dp phike tap siv dung acenocoumarol chi s phirc tap ctia ché do sir dung thudc hay Medication
Regimen Complexity Index (MRCI) dugc ing dung dé danh gia voi nhiéu tiéu chi phan thanh 3 muc:
Puong ding thude (muc A), ché d6 liéu (muc B) va céc chi dinh thém (muc C). Tong diém cua ca 3
muc MRCI dugc phan loai thanh cac mirc: thap (< 4), trung binh (5 - 8) hoic cao (> 8) [8].

2.2.3. Xik Iy s6 ligu , ,
Thyc hién bang phan mém SPSS 20.0. Bién dinh tinh dugc trinh bay duoi dang s6 lugng (n) va ty 1¢
(%), bién dinh lugng duogc trinh bay dudi dang trung binh £+ dg 1éch chuan hodc trung vi va tr phan vi.

Phén tich da bién bang hoi quy logistic cac yéu to lién quan dén cac dich hiéu qua va an toan dya vao
ty s0 chénh (OR), khodng tin cay 95% (95% CI) va p - value, khi p - value < 0.05 thi bién anh hudéng
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¢6 ¥ nghia théng ke.

2.2.4. Dgo dirc trong nghién ciru .
bé tai duoc Hoi dong dao dire trong nghién ctru y sinh hoc Truong Pai hoc Quoc té Hong Bang thong
qua ngay 09/4/2024 theo Quyét dinh s6 152/PCT-HDDD-SDH.

Nguoi thuc hién khong can thiép vao dbi tuong nghién ctru, ddm bao bao mat thong tin ca nhan. Dit
li¢u thu thap trung thyc, khach quan, khong bi anh hudng boi y kién ca nhan.

3.KETQUA
Bang 1. Dac diém do6i tugng nghién ctiru
Pic diém S6 lwong (n) Ty 18 (%)
. Nir 195 52.4
G161
Nam 177 47.6
N Tudi > 60 131 35.2
Tud1 y
Tudi < 60 241 64.8
Tim mach 352 94.6
Bénh duong tiéu hoa 117 31.5
A N . bai thao duong 75 20.2
Bénh dong mac - -
Bénh than 38 10.2
Bénh duong ho hap 20 5.4
Bénh gan 8 2.2

Nhan xét: Tubi trung binh 6{1.0 + 1’1.6.‘ Co 97.8% ddi tuong ¢6 bénh déng’méc véi s6 bénh trung vi
=3 (2 - 4). Bénh tim mach déng mac gom r6i loan lipid huyét n =277. huy€t 4p cao n = 228, suy tim
n = 145 va dau that nguc n=7.

Phau thuat thay Rung nhi khong
van co hoc do van ® Rung nhi khong
173, 46.5% 135, 36.3% do van

Rung nhi do van

= Thuyén tic
Rung nhi }
do van ® Phau thuat thay
Thuyén tic 23, 6.2% 41, 11.0% van co hoc

Hinh 1. Chi dinh diéu tri acenocoumarol

Bang 2. Pac diém diéu tri su dung thudc acenocoumarol

Pic diém S6 lwogng n) | Ty 18 (%)

S6 1an khdm trong nghién ctru 9(7-9)

Liéu trung vi tuan (mg) 8.0 (7.0 - 10.6)

Mic d6 phire tap st | Thap: < 4 diém 250 67.2
dung acenocoumarol | Trung binh: 5 - 8 diém 74 19.9
MRCI (n = 372) Cao: > 8 diém 48 12.9
Phan nhom diéu tri Acenocoumarol don tri 343 92.2
(n=1372) Acenocoumarol phdi hop 29 7.8
Phéi hop thudc twong tac 61 12.6
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Nhan xét: Liéu trung vi acenocoumarol cho chi dinh phiu thuét van co hoc 14 10.5 (7.0 - 13.3) mg,
chi dinh rung nhi khéng do van 1a 7.0 (6.1 - 10.5) mg, liéu trung vi, Liéu trung vi cho chi dinh rung
nhi do van va thuyén tic 14 7.0 (7.0 - 10.5).

Su xuét hién cua aspirin n = 25 va clopidogrel n = 5 duoc xem la diéu trj acenocoumarol phéi hop,
c6 mot ddi twong duoc sir sung dong thoi aspirin + clopidogrel.

Cac thudc gy tuong tac 1a esomeprazol (n = 51); pantoprazol (n = 6); amiodaron (n = 3); celecoxib
(n=2); acelofenac (n=1) .

Bang 3. Chi s6 INR
Pic diém S lwong (n) | Ty 18 (%)
INR trung binh 2.81 £0.74
Phéan nhom INR theo | INR 2.0 - 3.0 199 53.5
muyc tiéu (n = 372) INR 2.5-3.5 173 46.5
80.0%
20.0% 68.3% 65.2% 66.5%

60.0%
60.0%
50.0% 40.0% NR bat
40.0% 31.7% 34.8% 33.5’/‘0 ’
0

30.0% INR Khong Dat
20.0%
10.0%

0.0%

Rung nhikhéng do Rung nhido van Thuyén tic Phau thuat van
van tim co hoc

Hinh 2. Ty I¢ INR trung binh theo chi dinh chinh

Béang 4. Chi s6 danh gid hi¢u qua sir dung acenocoumarol

Pic diém S6 lwong (n) Ty 18 (%)
Chi s6 TTR TTR < 60% 310 83.6
0.34 (0.22 - 0.51) TTR > 60% 61 16.4
Chi s6 FIR FIR < 50% 236 63.4
0.40 (0.23 - 0.56) FIR > 50% 136 36.6

Nhén xét: T,ﬁn suét trong khoang muc tiéu tot (FIR > 50%) cao hon khoang 2 1an thoi gian trong pham
vi diéu tri tot (TTR > 60%).

Béang 5. Moai lién h¢ gitta cac bién lién quan dén hiéu qua dicu tri

Pic diém OR 95% CI p - value
Thoi gian Chi dinh Rung nhi khong do van
trqng Pham didu tri Rung nhT,do van 0.631 0.198 - 2.009 0.435
vi diéu tri acenocoumarol Thyyén tac 1.284 | 0.314-5.244 0.728
TTR > 60% Phau thuat van tim co hoc | 1.041 0.511 -2.120 0.911
s e Rung nhi khong do van
Tan sudt g;ldtlr‘:h Rung nhi do van 2243 | 1.063-4.732 | 0.034
trong khpéng acenocoumarol Th1~1yén tac 1.261 0.441 - 3.602 0.665
muc tiéu Phau thuat van tim cohoc | 1.340 | 0.761 - 2.359 0.311
FIR >50% | Tudi 1.759 | 1.056 -2.932 0.030
Liéu trung vi tuan 1.070 | 1.011-1.132 | 0.020
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Nhan xét: Khong tim dugc méi lién hé giira cac bién voi thoi gian trong pham vi diéu tri TTR > 60%.
Chi dinh acenocoumarol cho nhom rung nhi do van c6 kha ning dat FIR > 50% gap 2.2 1an so véi
nhom rung nhi khong do van, va su khac biét ndy c6 ¥ nghia théng ké (OR = 2.243; 95% CI 1.063
-4.732; p = 0.034).

Nhom ngudi cao tudi > 60 tudi co kha nang dat FIR > 50% gap 1.7 1an so véi nhom < 60 tudi co y
nghia théng ké (OR = 1.759; 95% CI 1.056 - 2.932; p = 0.030). Mdi don vi liéu trung binh tuan tang
thi kha nang FIR > 50% ting 7% co ¥ nghia thong ké (OR = 1.070; 95% CI 1.011 - 1.132; p = 0.020).

Bang 6. Ddi tuong nguy co cao gip bién cb

Pac diém So lugng (n) Ty 1€ (%)
CHA:DS; - VASc <4 288 77.4
CHA:DS: - VASc
CHA2DS; - VASc > 4 84 22.6
HAS - BLED <3 294 79.0
HAS - BLED
HAS - BLED >3 78 21.0
90.0% 82.9% 82.1% 90.0% 85.4% 83.8%
) ) ) 78.3%
80.0% 71.9% 80.0% 1 1
70.0% 65.2% 70.0%
60.0% 60.0%
50.0% 50.0%
40.0% 4.8% 40.0%
8.1% 8.9%
30.0% 30.0% 1.7%
0,
20.0% 71% 7.9% 20.0% 4.6% 6.2%
10.0% 10.0%
0.0% 0.0%
Rung nhi Rung nhido Thuyén tidc Phau thuat Rung nhi Rung nhido Thuyén tidc Phau thuat
khéng do van van co hoc khoéng do van van co hoc
van van
B CHA,DS,-VASc <4 CHA,DS,-VASc = 4 B HAS-BLED <3 HAS-BLED = 3

Hinh 3. Ddi tugng nguy co cao theo chi dinh

Nhan xét: Pdi tuong cd nguy co gap huyét khéi cao CHAzDSz - VASc >4 gom 84 ca V01 22 6%,
dbi twong c6 nguy co gip xuit huyét cao HASBLED > 3 gdm 78 ca v6i 21.0%. Bién c6 rdi loan
déng mau d6i tuong c6 diem CHA,DS; - VASc >4 ¢6 sy khac biét c¢6 ¥ nghia thong ké véi nhom
<4 (OR =0.984; 95% CI 0.178 - 0.783; p = 0.009). Di tugng c6 diém HAS - BLED > 3 ¢6 nguy
co gip bién cb rdi loan dong mau gap 2.7 1an nhoém c6 diém < 3 (OR = 2.711; 95% CI 1.474 -
4.983; p=0.001).

Bing 7. Bién ¢ trong qua trinh sir dung thude

Pic diém S6 lwong Ty 18 %
Bién c¢6 huyét khéi (n = 372) 32 8.6
Bién ¢6 xuit huyét (n = 372) 62 16.7
Bién ¢6 rdi loan dong mau (n = 372) 76 20.4
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Nhan xét: Dbi v6i bién cb lién quan dén thuyén tic c6 tong cong 32 bién cb gdbm 8 ca bién cb dot quy
hoac nh6i mau nao, cé 5 ca huyét khoéi hoac nhoi mau co tim, c6 4 ca huyét khoi tay/ chi dudi, c6 5
ca voi chi s0 INR Thap can nhap vién va c6 10 ca huyét khoi tinh mach khac.

C6 62 bién ¢ xuit huyét gdbm: rdi loan INR cao (n = 22), huyét tiéu hoa (n = 12), xuit huyét ¢ chi
hodc dudi da (n = 9), xuat huyet ndo/dudi nhén (n = 5); xuat huyét duong ni¢u (n = 5).

Béang 8. Moai lién h¢ gilra cac bicn lién quan dén bien co trong qué trinh st dung thude

Pic diém OR 95% CI p - value
Rung nhi khong do van
- |Chidinh Rung nhi do van 0345 | 0.039-3.079 | 0341
Bicnco | dicutrl Thuyén t3 21.359 | 5.582-81.723 | < 0.001
huyét khéi | acenocoumarol 1~1yen ac : : o :
Phau thuat van tim co hoc | 0.556 0.165-1.875 0.344
Liéu trung vi tuan 1.100 | 1.009-1.199 | 0.030
Rung nhi khong do van
Chi dinh Rung nhi do van 0.740 | 0.222-2.469 | 0.624
di€u tri —
i | acenocoumarol Thuyén tic 1.031 | 0.239-4.452 | 0.967
ﬂn:%fua Phéu thuat van tim co hoc | 2.352 | 1.096-5.048 | 0.028
Phrc tap trong | Thap: <4 diém 7
su dung Trung binh: 5 - 8 diém 2.105 1.068 - 4.150 0.032
acenocoumarol | caq. > g diém 1.645 | 0.701-3.860 | 0.253
Rung nhi khong do van
. . .. | Chidinh -
Bién ¢b 161 | gidy tri Rung nhlrdo van 0.645 | 0.221 - 1.887 0.424
loan dong | ,cenocoumarol | Thuyén tac 5918 |2.029-17.265 0.001
mau Phau thuat van tim co hoc | 1.206 0.600 - 2.424 0.599
Phéi hop thudc twong tac 0.295 | 0.109-0.801 | 0.017

Nhén xet: Kha nang gap bién cb huyét khdi trén chi dinh thuyén tic cao hon trén chi dinh rung nhi
khong do van gap 21.4 lan ¢ y nghia thong ké (OR = 21.359; 95% CI 5.582 - 81.723; p < 0.001).
Liéu trung vi tuan cir tang mdi don vi thi kha nang gap bién cd huyét khdi s& tang 10% va sy khac
biét ndy c6 ¥ nghia thong ké vdi (OR = 1.100; 95% CI 1.009 - 1.199; p = 0.030).

Nhom c6 chi dinh phiu thuét thay van tim co hoc c¢6 kha ning gap xuét huyét hon rung nhi khong do
van gap 2.4 1an, sy khac biét nay c6 ¥ nghia théng ké (OR = 2.352; 95% CI 1.096 - 5.048; p = 0.028),
Mirc d§ phtre tap trung binh trong sir dung acenocoumarol c6 kha nang mic bién cb xuét huyét cao
hon gap 2.1 1an muc do thap co ¥ nghia théng ké (OR = 2.105; 95% CI 1.068 - 4.150; p = 0.032).

Kha ning gip bién cb réi loan dong mau trén ddi twong chi dinh thuyén tic b%ng gip 5.9 lan dbi
tuong rung nhi khong do van (OR =5.918; 95% CI 2.029 - 17.265; p = 0.001). D61 tuong c6 st dung

thudc gy twong tac c6 kha ning gip bién cb rdi loan déng mau thap hon nhom dbi tuong khong s
dung (OR =0.295; 95% CI1 0.109 - 0.801; p =0.017).

4. BAN LUAN ‘

Nghién ctru dugc thuc hién trén 372 hd so bénh an, dl‘rqc chi dinh diéu tri ngoai tru st dung
acenocoumarol. Tudi trung binh l1a 64.0 = 11.6, twong dong v&i cac nghién ctru tai Viét Nam va
quoc té.
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Két qua nghién ciru cho thay chi dinh sir dung acenocoumarol phd bién nhat 1 phiu thuét van co hoc
(46.5%), tiép theo 14 rung nhi khong do van (36.3%), rung nhi do van (11%), va thuyén tic (6.2%).
Khi so véi nghién ctru Pinh Hiéu Nhan va Nguyén Minh Phuc gém cac chi dinh cho VKA 1 rung
nhi 16.4%; bénh van tim co hoc 74.0%; rung nhi hep van 2 14 2.3% va chi dinh khéc 1a 7.34% [1].
Ngoai ra, nghién ctru cia Nguyén Thi Thu Thiy va cac cong su gdm céac chi dinh VKA nhu sau:
Rung nhi khong kém bénh van tim 65.0%; rung nhi kém bénh van tim 15.9%; van tim nhan tao 10.2%;
huyét khdi tinh mach 6.4% va hep hd van khong kém rung nhi 2.5% [9]. Két qua co sy ddng thuan
vo1 nghién ctiu cia Pinh Hléu Nhan nhung khong ddng thuén véi Nguyén Thi Thu Thuy, diéu nay
¢6 18 1a do su khac biét vé dia ly, nghién ctru Dinh Hiéu Nhan thyc hién tai mién Nam, con cua
Nguyén Thi Thu Thay thi thuc hién tai mién Bic.

Liéu trung vi tudn trong nghién ctru ndy 14 8.0 (7.0 - 10.6) mg. Theo nghién ctru ciia Nguyén Thi Thu
Thuy va cac cong su lidu trung binh ctia acenocoumarol 13 8.9 + 4.7 mg [9]. Theo nghién ctru cta
Dinh Hiéu Nhan tai Bénh vién Dai hoc Y Duoc liéu trung binh dugc ghi nhén 14 10.8 + 5.6 mg [1].
Su chénh léch vé lidu trung binh nay c6 18 1a do anh hudng boi ty 1& chi dinh VKA cho ddi tugng
phau thuat van tim co hoc ¢ lidu diéu tri trung binh cao hon so v4i nhom khéc.

4.1. Tinh hiéu qua

INR trung binh trong khoang muc tiéu dugc coi la dat, vdi ty 1€ dat theo chi dinh: rung nhi khéng do
van 60.0%, rung nhi do van 68.3%, thuyén tic 65.2% va thay van co hoc 66.5%. Nhin chung,
acenocoumarol cho hiéu qua kiém soat INR > 60.0% & cac nhom bénh nhan.

TTR trung binh trong nghién ctru nay 1a 36.8 + 22.4 %, thap hon so véi két qua ciia Dinh Hiéu
Nhan va Nguyén Minh Phuc tai Bénh vién Pai hoc Y Dugc vao ndm 2023 [1], véi TTR trung binh
dat 46.46 + 29.28%. Khi so sanh v&i nghién ctru cta Nguyén Thi Thu Thuy dugc thuc hién tai Bénh
vién Trung vong Quan doi 108 [9], cac két qua dugc phan ra 1am hai nhém muc tiéu INR khac nhau
(2.0-3.0 va 2.5 - 3.5) voi TTR trung binh tuong tmg 1an luot 12 32.9% va 20.6%. Ngoai ra, cac két
qua co su tuong dong voi mot nghién ctru thuc hién tai Hong Kong ¢6 TTR trung binh 40.2 +
17.1% [10].

Trong nghién ctru nay trung binh ty 1¢ INR dat la 64% cao hon so voi nghién ctru cua Don Thi Thanh
Thiy, Ha Thi Yén Trang voi trung binh ti 1¢ dat INR trong ngudng diéu tri chung 1a 33.1 + 28.3%
[8], su khac biét c6 thé do nhiéu nguyén nhan khic nhau, mot diém tuong dong giita nghién ctru hai
nghién ctru nay do chinh la trén nhém chi dinh van tim co hoc ¢6 ty 1¢ INR trung binh dat cao hon so
v6i nhom rung nhi, TTR trung binh trong nghién ctru nay 1a 36.8 + 22.4 %, thap hon so voi két qua
cia Pinh Hiéu Nhén va Nguyén Minh Phuc tai Bénh vién Pai hoc Y Duoc vao nam 2023, véi TTR
trung binh dat 46.46 + 29.28% [1]. Su chénh 1éch nay c6 thé 1a do nhiéu yéu t6 khac nhau nhu khéc
biét vé dic diém mau nghién clru va diéu tri, voi nghién ctru cua Pinh Hiéu Nhén c6 ty 1€ bénh nhan
chi dinh dung VKA do thay van tim co hoc cao hon va trong nghién ctru ctia ho con ¢6 thém Warfarin
duoc str dung. Khi so sanh véi nghién ctru cia Nguyén Thi Thu Thiy duoc thuc hién tai Bénh vién
Trung wong Quén doi 108, cac két qua dugc phan ra lam hai nhém muyc tiéu INR khac nhau (2.0 - 3.0
va 2.5 - 3.5) v6i TTR trung binh twong tng lan luot 1a 32.9% va 20.6% [9].

Trong nghién ctiru nay nhom FIR > 50% c6 ty 1& 36.6%, khi so sanh v&i nghién cru cia Nguyén Thi
Thu Thuy tai Bénh vién Trung wong Quén ddi 108 véi FIR > 65% voi dich 2.0 -3.0coty 1€ 1a 9.1%
con dich 2.5 - 3.5 ¢6 ty 16 1a 1.8% [9], cho thay FIR ctia nghién ctru ndy c6 cao hon so véi nghién ciru
thuc hién tai Bénh vién Trung vong Quan doi 108, chi s6 FIR it duge danh gia tai Viét Nam nén it c6
nghién ctru c6 thé so sanh. O mot nghién ciru thue hién tai 3 tinh ¢ Chile c6 FIR > 50% lan luot 1a
49.4%; 47.3% va 43.7% [11] co ty 1¢ dat FIR t6t hon so v6i nghién ctru nay, tuy nhién nghién ctru
duoc thyc hién tai Chile co uu diém d6 chinh 13 c6 thém sy can thiép clia nhan vién y té bang tu van
truc tlep hodc goi dién tu van cho bénh nhan.

O nhitng bénh nhan dang diéu tri bang thudc chong dong khang vitamin K, viéc kiém soat chdng
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dong mau t6t giup lam giam nguy co mic céc bién ¢ tim mach gom huyét khdi va chay méau. Viéc
kiém soat chéng déng tot con duoc phan anh bang diém CHA2DS, - VASc va HAS-BLED thip
hon [12].

4.2. Tinh an toan

Piém CHA2DS: - VASc > 4 chiém 22.6% va HAS - BLED > 3 chiém 21.0%, véi cac gié tri trung
binh 14n luot 14 3 (2 - 3) va 2 (1 - 2). Dua vao ti 18 thi diém CHA,DS; - VASc > 4 cao nhét 34.8%
cho chi dinh thuyén tic. V6i diém HAS - BLED >3 thi rung nhi khong do van chiém ti 1& cao nhét
12 28.9%. So véi cac nghién ctru khac, ty 1¢ diém duoc coi 1a CHA2DS: - VASc cao va HAS -
BLED cao c6 su chénh 1éch nhiéu c6 18 1a do con nhiéu sy khac biét gitra cac nhom doi tuong
nghién ctru.

Déi vé6i bién cb huyét khéi, cac ddi twong str dung acenocoumarol do tién sir thuyén tic s& co nguy
co gip bién huyét khbi cao hon so v6i nhém rung nhi khong do van tim gip 21 lan (OR = 21.359;

95% CI 5.582 - 81.723; p < 0.001),Va cac dbi tuwong nay can dugc theo ddi lidu trung vi tuan ting
mdi don vi thi kha ning gip bién ¢ huyét khéi ting 10% co y nghia théng ké (OR = 1.100; 95% CI
1.009 - 1.199; p = 0.030). Diéu nay c6 1& khi ting liéu cao, nguoi bénh s duge hudng dan sir dung
thudc cach xa thoi gian nhau ra hon, diéu nay c6 18 s& ddn dén nguy co gip bién cd huyét khdi trong
qua trinh sir dung thude. Hodc ¢6 1& 1a do str dung liéu cao dai ngay, co thé s& thich nghi véi thube va
tao ra phan xa bu khién cho co thé dong mau nhiéu hon.

Bién c6 rdi xuat huyét xay ra & 16.7% trudng hop, véi 62 bién cb dugc ghi nhan, trong d6 35.5%
13 xuét huyét trung binh - nang (bao gdm 5 ca xuat huyét noi $0) va 64.5% la xuat huyét nhe. Phan
tich hoi quy logistic da bién duoc thuc hién voi két cuc 13 bién ¢ xuat huyet trong qua trinh diéu
tri bang thudc acenocoumarol cho thay tht nhat 1a chi dinh thudc do phau thuat van tim co hoc ¢6
nguy co gip bién cb xuit huyét gap 2.3 1an so véi rung nhi khong do van c6 y nghia thong ké (OR
=2.352;95% CI 1.096 - 5.048; p = 0.028). So sanh TTR > 60% va FIR > 50% cua c4 hai chi dinh
rung nhi khéng do van va phau thudt van tim co hoc ngang nhau, cho thay sy kiém soat INR kha
t6t trén ca hai nhém chi dinh. Tuy nhién, khi phén tich trong nhimng dbi tugng c6 INR khong dat
trong timg chi dinh thi ty 18 INR cao ctia chi dinh phiu thuat van tim co hoc 1a 75.9% cao hon so
vé6i chi dinh rung nhi khong do van 1a 51.9%, diéu ndy cho thiy INR cao 1a yéu td rat quan trong
dan dén bién cb xuét huyét.

Thém vao do, mirc do phtrc tap trong st dung acenocoumarol trung binh (MRCI 5 - 8) c6 nguy co
gap bién cd xuat huyét cao hon gap 2.1 1an mirc d thap, sy khac biét nay c6 y nghia thong ké (OR
=2.105; 95% CI 1.068 - 4.150; p = 0.032). Khi so sanh sy phirc tap trong sir dung thudc cho thay
MRCT trung binh s& géy nguy co Xuat huyét hon MRCI thép, tuy nhién MRCI cao lai khong géy
nguy co xuat huyét khac biét c6 y nghia thong ké vo1 MRCI thap, thé hién la mdi lién hé gitra murc
do phure tap khi dung acenocoumarol va bién ¢ xuat huyét 1a khong tuyén tinh, C6 18 dleu nay la
do trén nhitng dbi twong c6 cach sir dung phirc tap cao MRCI > 8, s& dugc nhan vién y té theo doi
va hudéng din sir dung thudce t6t hon. Ngoai ra do chwa phan tich su phic tap cua viée st dung céc
thude gay ra tuong tac voi acenocoumarol nén chua tim dugc mdi lién hé vai ché do st dung thude
phtrc tap cao.

5. KET LUAN

Nghién ctru trén 372 hd so bénh an duge chi dinh thudc acenocoumarol tai Bénh vién Nhan dan Gia
Dinh nim 2024 cho thiy, hiéu qua diéu trj con thap véi TTR > 60% chi dat 16.4% va FIR > 50% la
36.6%. Ty 1& xuit hién bién cd xuit huyét 1a 16.7% cao hon ty 1 bién cb huyét khéi 1a 8.6%, lidu
dung c6 anh huong y nghia thng ké v6i FIR > 50% OR = 1.070; 95% CI 1.011 - 1.132; p = 0.020.
Pbi tuong thuyén tic co nguy co cao gap bién c¢b huyét khdi, ngoai ra viéc lidu ciing dugc xac dinh
la yéu t6 anh huong dén bién cb nay (OR = 1.100; 95% CI 1.009 - 1.199; p = 0.030). Déi véi bién cb
xudt huyét thi dbi twong phau thuat van co hoc cd nguy co cao méc, ngoai ra mirc d6 phtc tap trong
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sir dung acenocoumarol trung binh ¢6 anh huong dén bién cb nay (2.105; 95% CI 1.068 - 4.150; p=
0.032). Nhiing nguoi c6 nguy co huyet khéi cao can duoc theo doi chat ché dé dleu chinh lidu thudc
phu hop. Céc ddi tuong c6 nguy co xuét huyét cao can duoc tu van ky ludng vé cach st dung thube
an toan.
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