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TOM TAT

Téng quan: Thubc khéng Vitamin K (Vitamin K antagonists -VKAs) thuong duoc dung phé bién nhét
dé phong ngtra bién chimg huyét khéi va thuyén téc trong cac bénh ly rung nhi, van co hoc, huyét khéi tinh
mach séu. Tuy nhién cira sé diéu tri hep, dé tuong tac véi nhiéu thude va thire &n. Hiéu qué va an toan cua
nhiing thuéc nay phu thuéc vao ti sé chuén héa quéc té (International Normalized Ratio - INR). Thoi gian
trong ngudng diéu tri (Time in Therapeutic Range - TTR) la théng s6 phan anh hiéu qua diéu tri cia thubc
VKAs theo thoi gian.

Muc tiéu: Banh gia thoi gian trong khoéng diéu tri cta thubc khang Vitamin K.

Déi twong va phwong phap nghién ciru: M6 té cat ngang 301 bénh nhan dang diéu tri VKAs tai Bénh
vién da khoa DPbng Nai tir 12/2018 dén 09/2019 va duoc dénh gia TTR badng phuong phap Rosendaal.

Két qua: Tudi trung binh la 61,6+ 12,1, gi6i ni¥ chiém 56,1%. Rung nhi khéng do bénh van tim chiém
44,8%;Van co hoc chiém 31,2%,; Rung nhi/Hep van hai la trung binh- néng 14%. Liéu Acenocumarol trung
binh 10,9+ 4,3mg/ tuén, khodng céch thir INR trung binh la 26 ngay. Thoi gian trong khodng tri liéu (TTR)
40,3+22,2. Ti 16 INR trong nguéng diéu tri (FIR) 41,6+ 22. Nhém van co hoc ¢6 TTR cao hon nhom rung
nhi khéng do bénh van tim (42,6+£23,6 v&i 38,7+20,4).

Két luan: Bénh nhan str dung VKASs cé thoi gian trong khodng diéu tri con thép. Pé nang cao chét luong
diéu tri, cac bénh nhan can duoc theo dbi sét, tw van day di ché dé &n, sw tuong téc thubc. Nén thanh 1ap
céu lac bé bénh nhan chbng déng, té chirc phong kham chéng déng riéng biét, tw van bénh nhén dung
thubc khéang déng thé hé méi khi cé chi dinh.

Ttr khéa: Thudc khang vitamin K, thoi gian trong nguéng tri liéu, chi sé chudn héa quéc té, Rosendaal.

ABSTRACT
ASSESSMENT OF THE TIME IN THE THERAPEUTIC RANGE
ON PATIENTS WITH VITAMIN K ANTAGONISTS AT DONG NAI HOSPITAL
Nguyen Tat Trung', Nguyen Thi Bich Van', Nguyen Van Tuong'

Overview: Vitamin K antagonists (VKASs) are the most commonly used to prevent thrombotic and embolic
complications associated with atrial fibrillation, mechanical valves and deep vein thrombosis. However,
the narrow therapeutic window, food and drug interactions are their limitations. The efficacy and safety of
these drugs depend on the International Normalized Ratio (INR). Time in Therapeutic Range (TTR) is a
parameter that reflects the effectiveness of VKAs over time.
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Bénh vién Trung wong Hué

Objectives: The study aimed to evaluate of time in therapeutic range with vitamin K antagonists.

Subjects and research methods: Cross-sectional research included 301 patients being treated for VKAs
at Dong Nai General Hospital from 12/2018 to 09/2019 and TTR was evaluated by Rosendaal methods.

Results: The mean age was 61.6 + 12.1 years, women accounted for 56.1%. Atrial fibrillation without
heart valve disease accounted for 44.8%, mechanical valve accounted for 31.2%, Atrial fibrillation /
moderate mitral stenosis accounted for 14%. The average dose of Acenocoumarol was 10.9 £ 4.3mg /
week, the average INR test interval was 26 days Time in the therapeutic range (TTR) 40.3 £ 22.2. The INR
ratio in the therapeutic threshold (FIR) was 41.6 + 22. The mechanical valve group had a higher TTR than

that of the atrial fibrillation group (42.6 + 23.6 with 38.7 + 20.4).

Conclusion: Patients on VKAs have low TTR. In order to improve the quality of treatment, patients should
be closely monitored, adequately educated for diet restrictions , and drug interactions. An anticoagulation
patient club should be established. Anticoagulation clinics should be organized.

Keywords: Vitamin K antagonists, time in therapeutic range, International Normalized Ratio, Rosendaal,

I. PAT VAN PE

Thubc chéng dong 14 nén tang trong diéu tri bénh
1y huyét khdi va cac bién ching thuyén tic huyét khdi
ctia nhiéu bénh 1y tim mach[1]. Thudc khang Vitamin
K (Vitamin K antagonists -VKAs) nhu Acenocumarol,
warfarin thudng duoc ding pho bién nhit dé phong
ngira bién chimg huyét khdi va thuyén tic trong cac
bénh ly rung nhi, van co hoc, huyét khéi tinh mach
sau, tuy nhién ctra s6 diéu tri hep[21], d& tuong tac
v6i nhiéu thude va thirc an. Hidu qua va an toan cia
nhimg thudc nay phy thudc vao ti so chuan héa qubc
té (International Normalized Ratio -INR), diéu nay doi
héi bénh nhan phai thuong xuyén dugc xét nghiém
kiém tra INR d& diéu chinh lidu néu khi két qua ndm
ngoai pham vi diéu tri di gay ton kém va bat tién cho
nhiéu bénh nhan[13].

Thoi gian trong ngudng diéu tri (Time in
Therapeutic Range -TTR) 1a thong s6 phan anh
hiéu qua diéu tri cua thuc VK As theo thoi gian. TTR
cang thap c6 lién quan dén ting bién c6 chay mau hay
huyét khdi thuyén tic[19]. Bé danh gid TTR c6 nhiéu
phuong phap nhu: 1) #i s6 INR dat so véi tong sé lan
do, 2) cdt ngang tai mot thoi diém[12] 3) phuong phap
Rosendaal[15]. O Viét Nam chu yéu danh gia hiéu qua
ctia VK As thong qua viée do ti s6 INR ma it st dung
phuong phap Rosendaal dé danh gia.

Do vy chiing t6i tién hanh dé tai “Péanh gia thoi
gian trong khoang diéu tri & Bénh nhan ding thudc
khang vitamin K tai Bénh vién Pong Nai” thong
qua viéc khéo sat thoi gian INR, danh gia TTR theo
phuong phap Rosendaal, @& nhim muc tiéu: Panh
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gia thoi gian trong khoang diéu tri cua thudc khang
Vitamin K

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi twong nghién ctru: 301 bénh nhan
dang diéu tri VK As tai khoa Kham bénh - Bénh vién
da khoa Dong Nai tir 12/2018 dén 09/2019. Bénh
nhan dang diéu tri v6i thudc VKAs > 6 thang, c6 >4
lan kham va do INR trong vong 6 thang.

Tiéu chuén loai trir: Nhitng bénh nhan phai
ngimg thudc do 1y do khac (vd phau thuat); Nguoi
bénh tai kham khong déu theo hen; Khong st dung
cung mot loai VKAs.

2.2. Phuong phap nghién ctru

Phuong phap nghién ctru : M6 ta cat ngang

Phwong phdp tién hianh nghién ciru

TAt ca bénh nhan du tiéu chuan nghién ctu,
khong co tiéu chuén loai trir duoc thu thap sb licu
tir hé thong bénh an dién tr eHospital. Két qua INR
duogc thu thap trong cac 1an kham dinh ky, tir thang
12/2018 dén 09/2019, khong ké nhiing lan do INR
lién tiép < 1 tuan dé chinh lidu thudc. INR (2-3)
cho hau hét cac trudong hop, INR(2,5-3,5) cho céac
truong hop van 2 1a co hoc hoac 2 van tim co hoc.
Tong lidu thuée VKAs (mg/tuan) dugc lay trung
binh trong khoang thoi gian theo doi.

Thoi gian trong khodng diéu tri (TTR): TTR
dugc tinh bang cach 13y sb ngay ude doan co INR
trong khoang tri liéu chia cho tong s6 ngay diéu tri.
Theo phuong phap Rosendaal INR cua bénh nhan
udng thubc VK As thay ddi tuyén tinh dan theo thoi
gian giita hai 1an xét nghiém [15]
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Vi du: Mot bénh nhan dugc xét nghiém INR ngay
22/2 14 2,1. &én ngay 26/3 két qua 1a 3,2 cach nhau 32
ngay. Nhu vay INR ctia bénh nhén thay doi 1,1 don
vi (hiéu s6 cua 3,2 trix 2,1). INR trong khoang tri liéu
gitra hai lan xét nghiém 12 0,9 (hiéu s6 ctia 3,0 trir 2,1).
Ti 18 INR trong khoang trj liéu so véi tong thay ddi
INR 13 0,9/1,1 = 0,82. S6 ngay udc doan cd INR
trong khoang tri liéu 1a 0,818 x 32 = 26,2. Ngay
22/4( sau 27 ngay) bénh nhan dugc xét nghiém INR
lan 3 cho két qua 1,9. Nhu vy lan nay INR ciia
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bénh nhan thay dbi 1,3 don vi (hiéu sb cta 3,2 trir
1,9). Ti 1& INR trong khoang trj liéu so v6i tong thay
d6i INR 1a 1/1,3 = 0,77. S6 ngay udc doan c6 INR
trong khoang tri liéu 1a 0,77 x 27 = 20,8.

Ngay 8/5(sau 16 ngay) INR do duoc 2,5.Ti I¢
INR trong khoang tri lidu so v6i tong thay d6i INR
1a 0,5/0,6=0,83. S& ngay udc doan c6 INR trong
khoang tri liéu 1a 0,83 x16=13,3.

Két qua & bénh nhéan nay sau 4 14n xét nghiém INR,
ta tinh dugc TTR la (26,2+20,8+13,3)/(27+32+16)
=80,4%.
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Chi s6 TTR ctia bénh nhan duoc chung t6i tinh
bang cach nap sd liéu (ngdy xét nghiém va két
qua INR) vao phan mém excel duoc tai vé tir dia
chi www.inrpro.com/rosendaal.asp. Chét luong
diéu tri chéng dong béng thudée KVK dugc goi la
kém néu TTR dudi 70% [14].

Ti 1€ INR trong ngudng diéu tri: chi s6 FIR
(Fraction in therapeutic Range) cia mdi bénh nhan

III. KET QUA NGHIEN CUU

3.1. Pic diém bénh nhan

bang cach lay s lan xét nghiém INR nim trong
khoang tri liéu chia cho tong s6 1an xét nghiém INR,
theo vi du trén thi FIR 1a 2/4= 50%.

Xt Iy va phdn tich so ligu

Théng tin duoc luu trit trén Excel va xtr 1y s6 liéu
bang phin mém SPSS 20. Bién lién tuc dugc trinh bay
duéi dang trung binh + d6 1éch chuan. Bién dinh tinh
duoc trinh bay dudi dang ti 16 phan tram.

Bdng 1: Bdc diém chung cia doi twong

Rung nhi khong do bénh van tim (%)

Pic diém N=301
Tudi (nam) 61,6+ 12,1
Gidi tinh
Nam 132 (43,9%)
Nir 169 (56,1%)
Bién Hoa 194 (64,5%)
Chi dinh diéu tri khang dong
Van 2 14 co hoc, 2 van tim co hoc 76 (25,2%)
Bénh van dong mach chu co hoc (%) 18 (6%)
Van 2 14 sinh hoc, sau nong van 18 (6%)
Huyét khéi tinh mach sdu, Tang ap phdi (%) 12 (4%)
Rung nhi/Hep van hai 14 trung binh - néng (%) 42 (14%)

135 (44,8%)
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Suy tim (%) 55 (40,7%)
Dai thao dudng (%) 30 (22,2%)
Tang huyét ap (%) 111 (82,2%)
Bénh dong mach do xo vira (%) 57 (42,2%)
Tién can tai bién mach mau ndo (%) 18 (13,3%)
CHA,DS, - VASc 35+1,5
Thoi gian 3.6+ 3,2 ndm

CHA2DS2Vasc score: Congestive heart failure (1 diém), Hypertension (1 diém), Age >75 years (2
diém), Diabetes (1 diém), previous Stroke (2 diém), Vascular disease (1 diém), age 65-74 (1 diém), and

female gender (1 diém)
3.2. Pic diém cin lAm sang

Bing 2: Pdc diém sinh héa, huyét hoc

RBC HGB PLT GOT GPT Creatinine eGFR
4,3+ 0,6 12,6+ 1,6 199,8+ 62,1 | 30,4+ 14,3 | 27,1£26 | 89,8£252 73,9+ 25,7
3.3. Panh gia két qua diéu tri
Bang 3: Thoi gian TTR, FIR trung binh
Trung binh Min Max
TTR 40,3+22,2 0 100
FIR 41,6% 22 0 100
Bing 4: Thoi gian trong ngudng diéu tri theo chi dinh diéu tri VKAs
Bénh Iy TTR FIR n
Van co hoc 42,6+23,6 45,1+23 94
Van 2 14 co hoc, 2 van tim co hoc(%) 40,7+£22.,4 42.8+21,8 76
Bénh van dong mach chu co hoc (%) 50,2+27,3 54,9+25,6 18
Van 2 14 sinh hoc, nong van(%) 42,9+22.9 47,5+£23,6 18
Huyét khéi tinh mach sdu, Tang ap phdi (%) 46,1426,1 43,5+27.6 12
RN/Hep van hai 14 trung binh- nang (%) 37,8+23,1 404+21,4 42
Rung nhi khong do bénh van tim (%) | 38,7+20,4 38,84+20,6 135

TTR >70%

@10 W20 W30 W40 WSO W60 W70 W80 w90 ulﬂa_n_n

Biéu do 1: Tan sé6 bénh nhan vmg véi gid tri TTR va ty 1é bénh nhdn mdc TTR >70%

- Liéu Acenocumarol trung binh 10,9+ 4,3mg/ tuan, khoang cach thir INR trung binh 14 26 ngay
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IV. BAN LUAN

Trong nghién ciru ctia ching t6i , tudi trung binh
ctia déi twong nghién ctru 1a 61,6+ 12,1 tudi, nit
chiém 56,1%. Pic diém Rung nhi khong do bénh
van tim chiém 44,8%:; Van co hoc chiém 31,2%;
Rung nhi/Hep van hai la trung binh- ndng 14%.

Khang vitamin K [am gidm 64% nguy co dot quy
0 bénh nhan rung nhi khong do bénh van tim[9],
hiéu qua va an toan ciia VKAs lién quan dén thoi
gian INR nam trong khoang trj liéu. Mot phan tich
hdi ctru hon 3000 bénh nhan duge diéu tri VKAs ,
¢6 1/3 bénh nhan khong kiém soat tt INR nguy co
d6t quy, nhdi mau co tim, xuat huyét va tir vong ting
gip ddi so vai 1/3 bénh nhan kiém soat tot INR[20].
Tir naim 1993 Rosendaal da dé nghi tinh TTR dé
danh gia chat lwong diéu tri cua thude VKAs [15],
phuong phap nay duoc sit dung rong rai & nudc
ngoai, tuy nhién ¢ Viét Nam rat it nghién ciru st
dung dé danh gia hiéu qua cia VK As.

Trong nghién curu ctia ching t6i TTR 40,3422,2
va FIR 1a 41,6+ 22 két qua nay cao hon nghién
ctru cia H6 Huynh Quang Tri TTR 34,9 va FIR
la 32,9[5]. Theo Bon Thi Thanh Thuy khao sat
111 bénh nhan su dung VKAs thi TTR trung binh
33,1+ 28,3[4]. Ciing theo nghién ctru cia Nguyén
Qudc Kinh , Ta Manh Cudng khi danh gia hiéu qua
ctia thubc VKAs sau thay van co hoc INR trong
ngudng diéu tri 1a 30-33%[3]. Két qua nghién ciru
ctia chung toi thdp hon nghién ctu Huynh Thanh
Kiéu v&i TTR 46,4+ 23.6. Nghién ctru cia Pham
Gia Trung trén 430 bénh nhan danh gia thuc trang
diéu tri VKAs ¢ bénh nhan sau thay van co hoc tai
bénh vién Tim Ha No6i INR trong ngudng diéu tri 1
45,5%[6] diéu nay c6 thé giai thich duoc vi ti 16 van
co hoc trong nghién ciru cta chung toi thap 31,2%;
trong khi rung nhi khéng do bénh van tim chiém ti
1€ cao 44,8%.

Trong nghién ciru ROCKET-AF cho thiy TTR
trung binh 55,2%( 63% ¢ Tay Au, 64% & Bic M)
[18]. Nghién ctru da trung tdm ¢ Balan trén 430
bénh nhan sir dung VKAs thi TTR trung binh 55%
[16]. Nghién ctru RE-LY trén 15400 bénh nhan cho
thiy TTR trung binh 14 62,4% & Tay Au va 50,9% &
Béc My nhung déu thap hon 40% & An Do, Trung
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Quéc, khu vire Péng Nam A, va chau Phi [14], Cac
nhom tac gid nay giai thich do ¢ cac nudc dang
phat trién co so ha ting y té khong dam bao tét cho
theo doi chéng doéng. Bén canh do su khac biét vé
yéu td chung tdc ciing co thé 1a nguyén nhan gay ra
su khac biét nay, da dugc dé cap dén trong mot sb
nghién ctru cia Johnson JA [10].

Trong nghién clru cia ching té6i nhom van co
hoc c6 TTR cao hon nhéom rung nhi khong do bénh
van tim (42,6+23,6 vai 38,7+20,4) diéu nay ciing d&
hiéu vi nhém van tim co hoc thudng c¢é ¥ thirc tuan
thii t6t hon, thoi gian ding khang dong kéo dai hon.

Trong nghién ctru cia ching t6i méc du sy khac
biét gitra TTR va FIR trén toan bo bénh nhan khong
dang ké (40,3+£22,2 v6i 41,6+ 22) tuy nhién & trén
tung bénh nhan thi c6 su khac biét rd nay nhu vi du
cta chung t6i dua ra TTR 1a 80,4% trong khi d6 FIR
14 50%, do vy & bénh nhan ding AVK nén khuyén
c4o str dung phuong phép Rosendaal TTR dé danh
gia hiéu qua.

Trong nghién ctru ctia White va cs phan tich két
qua ctua 3587 bénh nhan tir nghién ctru SPORTIF
III va IV cho théy ti 1€ t&r vong, nhdi mau co tim,
dot quy hodc thuyén tdc mach hé théng thép hon ¢
nhom TTR > 60% so véi nhom TTR <60%[ 19]. Loi
ich va an toan tdi da ma bénh nhéan duoc huong khi
TTR >70% [11]. M4t nghién ciru da trung tam trén
6250 bénh nhan ¢ 4 nudc Anh, Phap, Pric, Y TTR>
70% chiém 44,1-65,4%[8]. Trong nghién ctru cia
chung t6i 1a 13,6%, néu tinh TTR>60% 1a 20,6%
két qua nay cao hon nghién ctru cia Hb Huynh
Quang Tri véi TTR > 60% chiém 16,1%[5]. Két
quéa nghién ctru cua ching thoi thap hon Dén Thi
Thanh Thay véi TTR > 70% chiém 15,3% [4].

V& lidu AVK & chau A can liéu thip, nguoi da
trang can lidu trung binh va ngudi da den thuong
dung lidu cao[17]. M6t khao sat trén 5616 bénh nhan
rung nhi ¢& 27 bénh vién Han Quéc tr nam 2000-
2007, két qua cho thay liéu warfarin trung binh st
dung 1a 3,66+ 1,5mg/ ngay [20]. Trong nghién ctu
ctia chiing t6i lidu VKAs trung binh 10,9+ 4,3mg/
tuan thap hon so v6i nguoi Han Québc do chung toi
ding acenocumarol. Theo khuyén c4o hiéu qua cta
VKAs can duoc do INR trong 4-8 tuin[7], trong
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nghién cuu cua ching t6i khoang cach thu INR
trung binh la 26 ngay.

V. KET LUAN

Qua nghién ctru 301 bénh nhan dang diéu tri
khéang vitamin K tai Bénh vién Pa khoa Déng Nai
ching t6i nhan thay:

- Tudi trung binh 14 61,6+ 12,1, gidi nit chiém
56,1%. Rung nhi khong do bénh van tim chiém
44,8%;Van co hoc chiém 31,2%; Rung nhi/Hep van
hai la trung binh- nang 14%.

- Liéu Acenocumarol trung binh 10,9+ 4,3mg/
tuan, khoang cach thir INR trung binh 1a 26 ngay

Thoi gian trong khoang tri liéu (TTR) 40,3+£22,2. Ti
1¢ INR trong ngudng diéu tri (FIR) 41,6+ 22. Nhém
van co hoc c6 TTR cao hon nhom rung nhi khong
do bénh van tim (42,6+23,6 v6i 38,7+20,4).

VI. KIEN NGHI

Dé nang cao chét lwong diéu tri cic bénh nhan
st dung VKAs can duoc theo dbi sat, tu van dﬁy
du ché do an, su tuong tac thudc. Nén thanh lap
Cau lac bo bénh nhan chdng déng dé quan ly
nhom bénh nhén nay, té chirc phong kham chong
dong chuyén biét, tu van dung chong dong thé hé
moéi khi ¢6 chi dinh.
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