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Nghién ciru két qua diéu tri chong dong ciia thudc khang
vitamin K ¢ bénh nhan ngoai tru tai Bénh vién Trung
wong Quan doi 108

A study on the efficacy of anticoagulant treatment with vitamin K
antagonists in outpatients at 108 Military Central Hospital

Nguyén Thi Thu Thiiy', Nguyén Hanh Duyén’, "Trwong Pai hoc Dwoc Ha Ngi,
Pham Vin Huy? Nguyén Khanh Huyén?, ’Bénh vién Trung wong Quan doi 108

Nguyén Thi Lién Hwong' va Nguyén Pirc Trung®’

Tom tat

Muc tiéu: Nghién ctu dugc thuc hién nhdm khao sat hiéu qua kiém soat chi s6 INR clia thudc khang
vitamin K (VKA) & bénh nhan ngoai trd. Déi tuong va phuong phdp: Nghién ctiu mé ta, hoi clu trén bénh
nhan ngoai tri dugc ké don VKA trong giai doan ti thang 01/2023 dén thang 12/2023 tai Bénh vién
Trung uang Quan déi 108. Tiéu chi chinh ctia nghién ctu la chi s6 thoi gian trong khoang diéu tri (TTR%)
tinh theo phuong phap Rosendaal. Két qud: Tong cong 157 bénh nhan ngoai tru dugc dua vao nghién
ctru. Rung nhi khéng do bénh van tim la bénh Iy cht yéu ctia chi dinh thudc VKA (65%). C6 35% ngudi
bénh dugc xét nghiém it nhat 1 luot INR trong thai gian theo déi, trong d6 ty 1& 30% cac luot do dat dich.
Dai v6i khodng diéu tri INR 2,0-3,0, trung binh TTR% la 32,9% va 21,7% bénh nhan dugc kiém soat diéu
tri VKA & muc t6t. D6i véi khoang diéu tri INR 2,5-3,5, trung binh TTR% va ty 1& bénh nhan dugc kiém soat
diéu tri VKA & muc tét lan lugt 1a 20,6% va 4,3%. Két ludn: Hiéu qua kiém soat INR cla thudc khéng
vitamin K tai bénh vién con & muc chua cao. Can tién hanh cac giai phap dé tang cudng hiéu qua kiém
soat diéu tri thudc chéng déng VKA tai bénh vién.

Tt khéa: Thube khang vitamin K (VKA), kiém soat INR, thai gian trong khoang diéu tri (TTR), ngoai
trd, Bénh vién TUQD 108.

Summary

Objective: The study was conducted to investigate the status of INR control of vitamin K antagonists
among outpatients. Subject and method: We conducted a retrospective cohort study of outpatients who
were prescribed vitamin K antagonists (VKA) at 108 Military Central hospital from January 2023 to
December 2023. The primary criteria was the quality of anticoagulant control, which was assessed using
time-in-therapeutic range (TTR) using the Rosendaal method. Result: A total of 157 outpatients were
enrolled in the study. The primary indication for VKA was non-valvular atrial fibrillation, accounting for
65%. During the follow-up period, 35% of patients were performed at least one INR measurement, and
30% of all the measurements achieved the therapeutic range. Regarding the INR range of 2.0-3.0, the
mean TTR% was 32.9% and 21.7% of patients were classified as good anticoagulant control. For the INR
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range of 2.5-3.5, the mean TTR% and the percentage of patients with good VKA control were found to be
20.6% and 4.3%, respectively. Conclusion: The effectiveness of INR control of vitamin K antagonists in
hospitals is suboptimal. Measures should be taken to enhance the quality control of VKA anticoagulant

therapy in the facility.

Keywords: Vitamin K antagonist (VKA), INR control, time-in-therapeutic range (TTR), outpatients, 108

Military Central Hospital.

1. DAT VAN DE

Thuéc khang vitamin K (VKA) da dugc st dung
rong rai trong nhiéu thap ky qua dé diéu tri va ngan
ngUa cac bién chiing thuyén tac cla huyét khaéi tinh
mach, rung nhi va bénh ly van tim. Hon nira, VKA la
thudc chéng déng duy nhat khuyén céo cho rung
nhi & ngudi bénh c6 van tim ca hoc'.

T6i uu hda chat lugng ké don thuéc VKA ludn la
mot bai todn thach thuc cho cac nha lam sang do
thudc cé dac tinh khoang diéu tri hep, dap tng khé
du doan, nhiéu tuong tac thudc - thudc va thude -
thic an. Tinh an toan va hiéu qua cta VKA phu
thudc vao muc d6 ma INR nam trong khoang diéu
tri, danh gia qua chi s6 trung binh phan tram thoi
gian trong nguéng diéu tri (TTR)%. Kiém soat tot
dugc khuyén céo la TTR = 65% theo hudng dan cla
Vién cham séc suic khde Anh va = 70% theo Hiép hoi
tim mach Chau Au ciing nhu Viét Nam**,

Dé dat va duy tri dugc ngudng néu trén van
ludn la thach thuc lai hau hét cac co sy té trong va
ngoai nudc, vGi moét ty |é dang ké cac bénh nhan
diéu tri bang VKA dang dugc chéng dong & muc
khong t6i uu, dan téi tang nguy co doét quy, chay
mau va t& vong®’. Theo nghién clu toan cau
GARFIELD, ty 1& bénh nhan dat TTR = 65% & muc
thap, dao déng tir 16,7% & chau A t6i 49,4% & Chau
AU®. Tai Viét Nam, mot s6 dit liéu cho thay ty 1é bénh
nhan kiém soat hiéu qua tét con thap, dao dong tu
13,5% dén dudi 50%°”. Trién khai chuong trinh quan
ly chéng déng va phong kham khang dong chuyén
biét c6 su tham gia cta dugc sy da dugc nhiéu
nghién cliu chliing minh c6 thé gidp tang ty lé dat
TTR t&i uu°.

Nghién ctu nay dugc thuc hién véi muc tiéu
khao sat hiéu qua kiém soat chi s6 INR cla thuéc
vitamin K & bénh nhan ngoai trd dugc quan ly tai
Bénh vién Trung uong Quan déi 108.

1. DOI TUQNG VA PHUONG PHAP
2.1.Déi tuong

Ngudi bénh ngoai tri c6 chi dinh va diéu tri
thu6c chéng déng khang vitamin K (VKA) tai Khoa
C1-1, C1-2, AB trong khodng thdi gian tu thang
01/2023 dén 12/2023.

Tiéu chudn loai tro: Tré em, cac bénh nhan khong
ti€p can dugc hé s bénh an, khong s dung cung 1
loai VKA, bénh nhan diéu tri VKA dudi 1 thang.

2.2, Phuong phdp

Thiét ké nghién ctru: Nghién cltu mé ta, héi cdu.

Thu thap di liéu: Thu thap dit liéu tir hé so bénh
an ngoai tru: Dac diém nhan khiu hoc (tudi, gisi),
chi dinh chéng dong, bénh mac kém, loai va liéu
VKA, dac diém tai kham va xét nghiém INR; ngay xét
nghiém va gid tri INR trong toan b thdi gian 12
thang theo déi.

Ddnh gid hiéu qua kiém sodt INR

Tiéu chi chinh la chi s6 TTR% (Time in
therapeutic range): Tinh theo phuong phap
Rosendaal. Theo nguyén ly Rosendaal, INR ctia bénh
nhan uéng thuéc VKA thay ddi tuyén tinh dan theo
thai gian gira hai lan xét nghiém' "', Déi véi tiing
lugt tham kham, sé ngay INR trong khodng diéu tri
dugc udc tinh ndi suy theo d6 thi tuyén tinh dugc
xay dung tu 2 diém INR lién ti€p (Ian tai kham hoac
chinh liéu truéc va lan tai kham hoac chinh liéu ké
tiép). TTR toan thdi gian theo déi dugc tinh toan
theo cong thuc bén dudi, trong dé sé6 ngay INR
trong khoang diéu tri bang téng sé ngay INR trong
khodng diéu tri da noi suy trong tung lan tham
kham. Chi thuc hién tinh TTR cho bénh nhan cé it
nhat ti 2 thang lién tiép st dung VKA, dong thai cé
it nhat 2 két qua INR.
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S6 ngay INR trong khoang diéu tri

TTR% =

Hién nay, theo cac hudng dan ctia Chau Au, Viét
Nam va NICE, TTR% = 65-70% dugc coi la kiém soat

chéng déng VKA tét** 2. Trong nghién ciu, ching téi
quy udc kiém soat tét diéu tri VKA 1a khi TTR% > 65%.

Téng s6 ngay theo doi

x 100

Chi s6 FIR% (Fraction in therapeutic range): Tinh
bang lay s6 lan xét nghiém INR trong khoang diéu tri
chia cho t6ng s6 1an xét nghiém INR.

S6 lan INR trong khoang diéu tri

FTR%=

x 100

Téng s6 lan do INR

Khoang diéu tri INR: Trong khoang 2,0-3,0 hoac
2,5-3,5.

Xt ly va phdn tich sé liéu

Théng tin dugc luu tri trén Excel va xt ly s6 liéu
bang phan mém SPSS 20.0. Thuc hién théng ké mo
ta, trong d6 bién lién tuc trinh bay dudi dang trung
binh + dé léch chuan hodac trung vi, t& phan vi. Bién
dinh tinh trinh bay duéi dang ti [& phan tram.

Dao duc nghién cuu

Nghién clu da dugc HOi dong Pao dic trong
nghién ctu Y sinh cGa Bénh vién Trung uong Quan

doi 108 phé duyét, ngay 11/7/2023, s6 gidy chap
thuan dao duc 3527/GCN-BV.

Il KET QUA
3.1.Ddc diém bénh nhén trong mau nghién ciu

Téng s6 157 bénh nhan dua vao nghién clu
(Bang 1). Tudi trung binh 1a 67,4, nam gidi chiém
62,4%. Hoat chat duy nhat nhom VKA dugc ké don la
acenocoumarol, ham lugng 1mg. Acenocoumarol
dugc chi dinh da s6 & bénh nhan rung nhi khéng
kém bénh van tim (65%).

Bang 1. Pac diém bénh nhan nghién ciu

Dac diém

Két qua (n=157)

Tuéi, trung binh + SD (nam) 67,4+10,6
Gidgi nam, n (%) 98 (62,4%)
Thuéc VKA ké don la acenocoumarol, n (%) 157 (100%)
Liéu/tuan, trung binh £ SD (mg) 8,9+4,7

Chi dinh VKA, n (%)

Rung nhi khéng kém bénh van tim

Rung nhi kem bénh van tim

Van tim nhan tao

Huyét khéi tinh mach

Bénh ly hep, h& van tim khéng kém rung nhi

102 (65,0%)
25 (15,9%)
16 (10,2%)

10 (6,4%)
4 (2,5%)

3.2. Ddic diém tdi khdm va theo déi INR trong qud trinh ké don VKA

TU thai diém dugc chi dinh VKA, ty 1& cao bénh nhan (74,5%) dén bénh vién tai kham thudng xuyén véi
tan suat > 70% (Bang 2). Nguagc lai, tan suat dugc thuc hién xét nghiém INR con thap, trong d6 chi 35% bénh
nhan dugc thuc hién xét nghiém INR it nhat moét lan.
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Bang 2. Pac diém tai kham va theo déi INR khi ké don VKA

Pac diém Két qua (n =157)

Dac diém tai kham tu khi chi dinh VKA, n (%)

Tai kham > 70% thang theo doi 117 (74,5%)

Tai khdm 50-70% thang theo doi 16 (10,2%)

Tai kham < 50% thang theo doi 24 (15,3%)
Chi dinh xét nghiém INR trong qua trinh ké VKA

Co it nhat mét lugt do INR 55 (35%)

Khong ¢6 luot do INR nao 102 (65%)
Tan suat do INR trong t6ng s6 cac lugt ké VKA

> 70% thang ké VKA c6 do INR 26 (16,6%)

50 - 70% thang ké VKA c6 do INR 12 (7,6%)

30 - < 50% thang ké VKA c6 do INR 7 (4,5%)

> 0 - < 30% thang ké VKA c6 do INR 10 (6,4%)
0% thang ké VKA c6 do INR 102 (65,0%)

Téng s6 lugt do INR, n 130

3.3. Ddnh gid hiéu qud kiém sodt INR trong nguéng diéu tri

Ddnh gid mdc dé dat ngudng diéu tri cGa cdc luot do INR

Trong sé cac lugt do INR (n = 130), c6 30% luot do dat dich 2,0-3,0 va 14,6% luot do dat dich 2,5-3,5
(Hinh 1).

(A) Phan tich véi dich 2,0-3,0 (B) Phan tich vai dich 2,5-3,5
(n=130) (n=130)

% Lqu‘t.ﬁ-at
dich, 14.6% :

% Lwgt khong
dat dich, 95.4%

Hinh 1. Banh gia ty 1é lugt do dat dich INR 2,0-3,0 (A) va 2,5-3,5 (B)
DBanh gia chi s6 FIR% va TTR%:
Trong mau nghién ctu, chi c6 23 bénh nhan cé du théng tin dé tinh toan TTR. Bang 3 thé hién két qua
tinh toan FIR% va TTR% trén 23 bénh nhan.
Doi véi ca hai dich INR gia dinh, trung binh FIR% déu & muc thap. TTR% d6i vGi nguéng INR 2,0-3,0 va
2,5-3,5 lan lugt la dat 32,9% va 20,6%.

khong dat
dich, 70%
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Bang 3. Mé ta két qua chi sé FIR% va TTR% (n = 23)

Chisé Pich Trung binh | Trung vi Khoé:ng fa Min Max
phén vi

FIR% 2,0-3,0 17,7% 0% 0%-33,3% 0% 100%

2,5-3,5 8,2% 0% 0%-0% 0% 100%

TTR% 2,0-3,0 32,9% 27,6% 0%-53,4% 0% 100%

2,5-3,5 20,6% 10,6% 0%-36,6% 0% 82%

Hinh 2 thé hién két qua ty & bénh nhan dat FIR% va TTR% > 65% trén mau 23 bénh nhan du diéu kién
tinh toan. V&i dich INR 2,0-3,0, chi 21,7% bénh nhan dat TTR mc t6t. Véi dich INR 2,5-3,5, chi ¢ 4,3% dat TTR
muc tot.

(A) Phan tich véi dich 2,0-3,0 § (B) Phan tich vdi dich 2,5-3,5
(n=23) § (n=23)

BN dat
FIR >65%, 1.8%

BN dat FIR
>65%,9,1%

BN khéng dat BN khong dat
FIR>65%,90.9% FIR>65%,98.20%

TTR >= 65%.
4.30%

TR >= 65%.
2 0

TTR < 65%.
78.30%

TTR < 65%.
95.70%

Hinh 2. Banh gia FIR% va TTR% v&i dich INR 2,0-3,0 (A) va 2,5-3,5 (B)

IV. BAN LUAN khang vitamin K (VKA) nhu acenocoumarol van la
thuéc co vai trd quan trong trén 1am sang” . Cho t6i

Mac du xu huéng chung cla thé gidi cho thay D R R .
nay, viéc téi uu héa hiéu qua diéu tri cia VKA van la

viéc ké don DOAC ngay cang gia tang nhung thudc
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mot thach thic I6n do thubc c6 nhiéu tuong tac véi
thiic an, cac thudc dung kém khac va tinh trang stic
khoé cla ngudi bénh, doi hoi phai thudng xuyén
dugc xét nghiém kiém tra INR va diéu chinh liéu', ™.

Nghién ctu clia ching téi tién hanh véi muc
tiéu chinh la danh gia thai gian dat TTR% cla cac
bénh nhan quan ly ngoai trd dugc chi dinh VKA tai
bénh vién, véi thai gian theo doi t&i 1 nam. Nghién
cltu da chi ra mot s6 két qua ndi bat sau:

Céac bénh nhan ngoai trd dugc chi dinh VKA cha
yéu cho bénh ly rung nhi khong kém bénh van tim
(65%). Mac du bénh nhan c6 xu huéng tai kham
tuong déi déu dan nhung tan suat bénh nhan dugc
do INR lai chua tuong xung. Chi cé 35% bénh nhan
dugc do it nhat 1 lugt INR trong toan bo thai gian
theo d6i 12 thang. Toan mau chi c6 26 (16,6%) ngudi
bénh dugc do INR trong hon 70% céac thang cé ké
VKA. Do thudc cé pham vi diéu tri hep, ching toi dé
xuat can tang cudng hon nla tan suat do INR dé co
€0 G t6i uu liéu cho ngudi bénh.

Hién nay, TTR% la théng s6 t6t nhat dé phan
anh hiéu qua diéu tri VKA*>*'?, Theo cac hudng dan,
khodng diéu tri INR 2,0-3,0 thudng ap dung véi bénh
nhan rung nhi, thuyén tac huyét khéi tinh mach va
2,5-3,5 thudng ap dung khi bénh nhan cé van tim co
hoc. Do nghién ctu ctia ching téi la nghién cdru héi
cltu dua trén bénh an cung vai thuc té bac si c6 thé
can nhac dén cac yéu t6 thudc vé tiing bénh nhan
(vi du, nguy co xuat huyét, tién sir chdy mau) dé ca
thé hoa dich INR cho tiing bénh nhan, nén chung toi
thuc hién phan tich hiéu qua kiém soat INR trong
ngudng diéu tri 1an luot d6i vai tiing khoang diéu tri
INR néu trén.

Daéi vai dich INR 2,0-3,0, mau nghién clu co hiéu
qua kiém soat diéu tri VKA & muc con thap, véi TTR%
trung binh 1a 32,9%. Muc kiém soat nay thap hon
nhiéu so v&i muc khuyén cdo téi uu > 65%-70%. Vi
dich INR 2,0-3,0, ty 1& bénh nhan dugc kiém soat
hiéu qua tét con & muc thap, chi dat 21,7%. Xu
hudng tuong tu ciing ghi nhan & Vién Tim TP. HO
Chi Minh (2020) trén bénh nhan rung nhi khéng do
bénh ly van tim, v&i TTR% trung binh la 34,9%, ty 1é
bénh nhan dugc kiém soat tét 1a 16,1%°. Nghién ctiu
clia tdc gid Pon Thi Thanh Thay va céng su (2016)

trén 111 bénh nhan rung nhi va van tim co hoc chon
ngudng TTR% > 70% cho két qua ty I& ki€ém soat tot
VKA thap hon, chi dat khoang 15%°. Nhin chung, cac
nghién ctu tai Viét Nam cho thay TTR% trung binh
thudng khéng qua 50%, nhu tai Bénh vién Déng Nai
(2020) la 40,3%, Bénh vién Trung Vuong (2016) la
15,3%, Bénh vién Tim Tam Duc (2015) la 48,2%. Trén
thé gidi, cac thir nghiém lam sang I6n cho thay gia
tri TTR% trén cac bénh nhan chau A thap hon so véi
cac bénh nhan chung téc khac”. Nghién cu toan
cau GARFIELD ciing chi ra ty I& bénh nhan cé TTR >
65% & chau A & 16,7%, thdp hon dang ké con sé
49,4% & chau Au®. Nhu vay, cac két qua nghién ctiu
clla chung t6i dong gop chung vao thuc trang
chung vé hiéu qua kiém soat diéu tri VKA con thap
tai nudc ta, dat ra nhu cau clia cac giai phap tam
qudc gia dé cai thién hon nla chat lugng diéu tri
VKA.

Doi véi Bénh vién TUQD 108, chiing toi dé xuat
can tién hanh céac cai tién dong bo dé quan ly tét
hon nlta cac bénh nhan ké don VKA tai bénh vién,
chdng han nhu trién khai phong kham khang déng
chuyén biét c6 su hé trg cla dugc lam sang, trién
khai cac chuong trinh quan ly chéng déng cho bénh
nhan ngoai trd. Doi véi cac bac si, ching téi cling dé
xuat can tinh TTR% theo phuong phap Rosendaal
cho tat ca bénh nhan dugc diéu tri bang thuéc VKA.
Nhing bénh nhan c6 TTR% dudi 65% nén dugc xét
nghiém INR thudng xuyén hon dé chinh liéu thuéc
VKA va nhiing bénh nhan phu hgp c6 thé can dugc
can nhéc chuyén sang dung cac thuéc chéng déng
truc tiép (rivaroxaban, apixaban hodc dabigatran)
néu co diéu kién kinh té.

V. KET LUAN

Hiéu qua kiém soat INR khi chéng déng bang
thudc VKA tai bénh vién con chua cao. Thai gian TTR
trung binh mac du tuong déng véi nhiéu bénh vién
trong nudc nhung con thdp hon so véi cac nudc
phat trién khac. Cac két qua nay gilp cac bac si dang
cham séc bénh nhan uéng thuéc VKA c6 hanh déng
tich cuc han dé tang ty lé bénh nhan dat dugc muc
tiéu diéu tri. Chang t6i kién nghi tinh TTR cho tat ca
bénh nhan diéu tri dai han bang thu6c VKA va xac
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dinh nhimng trudng hop c6 hiéu qua kiém soat INR
kém dé c6 hudng quan ly phu hgp. Trong tuong lai,
can trién khai cac gidi phap cai tién dé hudng dén
muc tiéu cudi cung la gitip bénh nhan dat dugc hiéu
qué diéu tri, gidm thiéu cac bién chung lién quan
dén thudc va cé chat lugng cudc s6ng tot hon.
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