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TOM TAT

Dt vin dé: Huyét khoi tinh mach sau (HKTMS) la mt bién chimg nghiém trong & bénh nhdn
dot quy nhoi mau ndo ca}) Bénh thuong dién tién am tham, chi 20%-40% bénh nhdn c6 xudt hién triéu
chitng. Do d6, mong muon nghién cieu ndy danh gid giita loi ich va nguy co dé d phong sém cua bénh
Iy nay. Muc tiéu nghién ciru: Khao sat nguy co'va danh gia két qua dir phong huyét khoi tinh mach sau
chi duoi bang thuéc khang dong enoxaparin. Déi twong va i phwong phdp nghién ciru: Nghién ciru mo
ta cdt ngang va theo doi doc. 58 bénh nhan thoa tiéu chuan chon mau. Két qua: Két qua diém Wells
trung binh 2,14+0,35. Trong cdc tiéu chi HKTMS theo thang diém Wells c¢6 100% bénh nhan bi liét, yéu
co va bat dong tai givong >3 ngay; 4 truong hop phit chan chiém 6,9%; 1 truong hop tinh mach néng
bang hé chiém 1,7%; 3 truong hop da bi HKTMS chiém 5,2%. Ti Ié xudt huyét ndo trong nghién ciru
1,7% 6 nhém bénh nhdn c6 sk dung kém thuoe clopidogrel, xudt huyét mire dg trung binh la chdy mdu
dwong the va xudt huyét tiéu héa 3,4% & nhém bénh nhan cé kém aspirin. Ti 1¢ xudt huyét dudi da nhe
chiém 3,4% ciing nam & nhém cé sir dung aspirin. Gidm tiéu cau >50% sau diéu tri cé mikc dé gidm
khéng ¥ nghia thong ké. Két qua siéu am lan 2 la 100% khéng bi HKTMS. Két ludn: Viéc sir dung
enoxaparin c6 hiéu qud 100% khi diéu tri dy phong HKTMS chi duwéi & bénh nhdn cé nguy co trung
binh. Nguy co xudt huyet tang lén khi cé kém sur dung clopidogrel hay aspirin.

Tir khéa: huyét khoi tinh mach sdu chi dwdi, nhoi méau nédo cdp.

ABSTRACT

ENOXAPARIN IN THE PREVENTION OF DEEP VEIN THROMBOSIS
IN PATIENTS WITH ACUTE ISCHEMIC STROKE
Nguyen Khanh Duy', Le Duy Long?, Nguyen Thi Diem?’
1. Ca Mau General Hospital
2. Can Tho University of Medicine and Pharmacy
Background: Deep vein thrombosis (DVT) is a serious complication in patients with an acute
ischemic stroke that usually develops silently, with only 20%-40% of patients present with symptoms.
Therefore, this study aims to evaluate the benefits and risks of early prophylaxis of this disease.
Objectives: To investigate the risks and evaluate the results of prevention of deep vein thrombosis with
anticoagulants enoxaparin. Materials and methods: A cross-sectional, descriptive study was conducted
on 58 patients who met the criteria for sample selection. Results: Average of Wells’ score was 2.14+0.35.
In Wells’ criteria for deep vein thrombosis, there was 100% cases had paralysis, muscle weakness, and
bedridden recently >3 days; 4 leg edema cases accounted for 6.9%; 1 case of superficial collateral veins
rated 1.7%,; 3 cases had previously documented DVT were 5.3%. The incidence of a cerebral
hemorrhage in the study of 1.7% in the group of patients who used the drug clopidogrel, bleeding in the
average degree was airway bleeding and gastrointestinal bleeding 3.4% in the group of patients with
aspirin. The rate of mild subcutaneous bleeding accounted for 3.4%, also in the group that used aspirin.
Thrombocytopenia >50% after treatment has a non-statistically significant decrease. The result of the
second ultrasound was 100% that did not have DVT. Conclusions: Using enoxaparin provides 100%
effective means of preventing lower extremity DVT in average-risk patients. The risk of bleeding
increases when using clopidogrel or aspirin.
Keywords: deep vein thrombosis, acute ischemic stroke or acute cerebral ischemia.
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I. PAT VAN DPE

Dic biét & bénh nhan d6t quy nhdi mau ndo cip, huyét khdi tinh mach chi dudi
thudng dién tién 4m tham, chi 20%-40% bénh nhén c6 triéu ching [2]. Huyét khdi tinh
mach c6 thé xdy ra sém nhit vao ngdy thtr hai sau dot quy.

Tilé huyét khéi tinh mach sau khong tri¢u chirng & bénh nhan dot quy nhdi méau ndo
0 Viét Nam duoc ghi nhan khoang 14% [1]. D6 chinh la 1y do dé xac dinh nhom bénh nhan
¢6 nguy co cao nham c6 bién phap du phong hop ly.

Hién tai Viét Nam chua c6 nhiéu nghién ctru diéu tri dy phong huyet khéi tinh mach
& bénh nhan nhép vién vi dot quy nhdi mau ndo cap [1], [5]. Do d6 dé du phong sém bénh
1y nay chung t6i tién hanh thuc hién ndy véi muc tiéu: Khdo sdt nguy co va danh gid két
qua dy phong huyet khoi tinh mach sau chi dudi bang thuéc khang déng Enoxaparin ¢ bénh
nhén dét quy nhoi méau ndo cdp tai Bénh vién Pa khoa Ca Mau ndm 2020 — 2021.

I1. POI TUQONG VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién ciru:

P6i twong: Bénh nhan dot quy nhdi mau ndo cip nhap vién khoa hoi strc tich cuc
va chéng ddc hodc khoa noi than kinh tai Bénh vién Da khoa Ca Mau tur thang 06/2020 dén
thang 05/2021.

Tiéu chuin chon miu: Nhitng BN hoi du 4 tiéu chuéan sau day

- Tiéu chuén 1am sang: Tudi >18 tudi, co triéu chung than kinh khu tra ton tai >24
gi0, triéu ching d6 xay ra dot ngdt, khong bi chan thuong so nio.

- Tiéu chuén can 1am sang: Két qua chup CLVT so ndo c¢6 ton thuong nio dang
nhdi méau ndo véi 6 giam ty trong va khong co6 hinh anh XHN.

- Tiéu chuén chon d6t quy nhoi mau ndo cip: Bénh nhan bi tuin dau khi khoi
phat (tir ngay thtr 2 dén thar 7 sau khi khoi phat).

- Bénh nhan dugc diéu tri co ban theo khuyen cao xur tri som dot quy trong giai
doan cép ctia Hoi Tim mach Hoa Ky va khuyén c4o diéu tri NMN cua Hoi Tim mach Qudc
gia Viét Nam.

Tiéu chuén loai trir:

- C6 bang chimg HKTMS khi dang tém soat hodc bang chung dang XH. Co6 bang
chimg hoac bénh st XH trong so, giam tiéu cau do Heparin. Gay t€ tuy song hoac ngoai
mang cing hodc choc do tiy song trong 24h. Diéu tri tan huyét khdi trong vong 24 gio
truée. Hon mé khi dang tim soat (Piém NIHSS >2 vé mirc db tri giac). Co hogc nghi ngo
phinh mach hodc di dang mach mau néo. C6 bénh ac tinh lam tang nguy co xuat huyet hoac
can tro viéc theo doi hay danh gia két cuc. Giam kha nang cadm mau, nhu sb luong tiéu cau
<100.000/uL, aPTT cao hon 1,5 lan gid1 han trén cua tri s0 binh thuong, hoac INR >1,5. Di
g hodc c6 tién st di tng voi heparin.

2.2. Phwong phap nghién ctru:

Thiét ké nghién ciru: mo ta cit ngang va theo ddi doc.

C& mau: dugce tinh theo cong thire tinh ¢& mau udc lugng mot ty 1é:

1 —
n=Z2 % p( - p)
C®& mau tinh dugce 1a 58.
Phwong phap chon miu: chon mau thuén tién
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Noi dung nghién ciru: dir kién duoc thu thap bang phong van va quan sat. Tat ca
cac bénh nhan tham gia vao nghién ctru s& dugc thu thip dit liéu, bao gdbm: Khai thac tién
sir, bénh str, kham 1am sang. Panh gia cac thang diém Glasgow, NIHSS, Wells, Improve.
Xét nghiém lac nhap vién: Téng phan tich té bao mau ngoai vi, PT, INR, aPTT, Fibrinogen,
D-dimer, Glucose mau, Ure, Creatinin, GOT, GPT, Cholesterol TP, Triglycerid, HDL-c,
LDL-c. Po Pién tim db 12 chuyén dao luc nhap vién, CT Scanner so ndo khong can quang.
Siéu am Doppler mach méu 2 chi dudi véi nghiém phap 4n lan 1 va lan 2.

Xir Iy thong ké s6 liéu: st dung phan mém thdng ké SPSS 20.0 dé phan tich sb liéu.

III. KET QUA NGHIEN CUU

Bang 1. Pic diém chung cta bénh nhan

Pic diém

Trung binh (nhé nhat — I6n nhat)

Tudi, nim 73,55 (32-99)
Gidi tinh, nam, n (%) 30 (5L,7)
BMI, kg/m? 21,15 (16,6-29,4)
Thoi gian vao vién dén khi st dung Enoxaparin, 4,48 (2-7)

ngay

NIHSS 18,07 (7-33)
Glasgow 11,43 (7-15)
Loan nhip, n (%) 8 (13,8)

Huyét ap tam thu, mmHg
Huyét ap tdm truong, mmHg

139,14 (90-200)
79,66 (50-100)

Vi tri ton thuwong mach mau trén CT Sanner

L4 khuyét, n (%) 9 (15,5)
Pong mach nao trudce, n (%) 8 (13,8)
DPong mach nio sau — than nén, n (%) 10 (17,2)
bong mach nao gitta, n (%) 30 (51,7)
Pong mach mach mac trudc n (%) 1(1,7)
Yéu t6 nguy co
Tién sir gia dinh HKTMS n (%) 5(8,6)
bai thao duong, n (%) 12 (20,7)
Hut thude, n (%) 25 (43,1)
Nhap vién trong 2 thang qua, n (%) 14 (24,1)
Suy tim, n (%) 8 (13,8)
Réi loan Lipid méau, n (%) 7(12,1)
COPD hoic hen phé quan, n (%) 5(8,6)
Pang udng thudc ngira thai, n (%) 0
Thang diém Wells 2,14 (2-3)
Thang diém Improve 1,45 (0-6,5)

~ Nhén xét: tong cong cd 58 bénh nhan dot quy nhdi mau nio cip trong nghién ciru.
Tuoi trung binh 73,55. Trong d6 nam 30 (51,7%). 4,48 ngay la thoi gian trung binh vao vién
den khi du phong Enoxaparin. BMI tung binh trong nhém nghién ctru 1a 21,15 (16,6-29,4).
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O Liét, yéu co 2 Bat dong tai givdng > 3 ngay
Phu 4n 16m B Tinh mach néng bang hé

< Tién st HK TMS
Biéu dd 1: Ti 1é cac yéu tb trong thang diém Wells ,
Nhén xét: ¢6 100% cac truong hop trong nghién ciru: liét, yéu co va bat dong tai
giuong >3 ngay. Co 4 truong hop phu an 16m chi ¢ chan bénh chiém 6,9%. Con lai 1 truong
hop Tinh mach ndng bang hé chiém 1,7%. 3 truong hop da bi HKTMS chiém 5,2%.

100%

Biéu d6 2: Két qua du phong huyét khdi tinh mach sau chi dudi bang thudc Enoxparin
Nhan xét: trong nghién ctru cua chung t6i sau khi si€u am Doppler mach méu 2 chi
dudi 1an 1, loai cac trudng hop bi HKTMS chi duéi ra khoi nghién ciru, chiing t6i tién hanh
sir dung Enoxaparin 40mg/24 gid sau 10+4 ngay siéu am lai 1an 2 két qua 100% khong bi
HKTMS chi duéi.

1.7

= Khéng xuat huyét © Xubt huyét nao
Xuat huyét. tu mau dudi da ® Chay mau duong tho
= Xuat huyét tiéu héa
Bi€u do 3: Bién chung xuat huyét
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Nhan xét: ¢6 1 trudng hop xuat huyét ndo sau ngay thir 4 chiém 1,7%. Xuat huyét,
tu mau dudi da noi tiém >5cm ¢6 2 truong hop chiém 3,4% con lai chay mau dudng tho 1
truong hop (1,7%) va xuat huyét tiéu hoa 1 truong hop (1,7%).
Bang 2. So sanh diém trung binh ciia Glasgow, NIHSS trudc va sau diéu tri

Trude diéu tri Sau 10+4 ngay diéu tri
Glasgow X + SD 11,43+2,57 12,19+2,30
NIHSS X + SD 18,07+6,11 17,00+6,15

Nhan xét: khég biét vé trung binh diém Glasgow, NIHSS trude va sau diéu tri lf?}n
luot 12 0,76 va 1,07 di€m voi khoémg tin cay 95%, Glasgow 0,55 dén 0,96, NIHSS 0,69 dén
1,44. Su khac biét nay c6 y nghia thong ké (Glasgow: t57=7,41; p <0,001, NIHSS: t57=5,66;
p <0,001).

Bang 3. So sanh khac biét trung binh sé luong tiéu cau trudc va sau diéu tri

Truée diéu tri Sau 10 + 4 ngay diéu tri
S6 lugng tiéu cau 1073/uL X + SD 258,26 + 89,44 271,55 + 79,99

Nhan xét: sy khac biét vé trung binh sb lwong tiéu cau trude va sau diéu tri 13 -13,29
diém véi khoang tin cay 95% su khac biét nay 1a -33,89 dén 7,3. Su khac biét nay khong c6
¥ nghia thong ké (t57=-1,29; p=0,20).

Bang 4. lién quan bién chimg xuét huyét véi gidi tinh.

Bién chirng Gidi tinh Tong
Nir Nam
Khong 25 28 53
Xuat huyét nio 0 1 1
Xuat huyét tiéu hoa 0 1 1
Xuat huyét, tu mau noi tiém 2 0 2
Chay mau duong thd 1 0 1
Tong 28 30 58

Nhan xét: bién ching xuat huyét phan bd déu ca 2 giéi, mirc do nang va trung binh
O nam gidi, 3 truong hop trung binh va nhe nir gioi.
Bang 5. Lién quan giita ti 1é giam tiéu cau véi bién ching xuat huyét

Bién chirng Ti 1¢ phan trim tiéu cau giam sau diéu | Tong
tri Enoxaparin
<30% 30% - 50% >50%
Khong 50 2 1 53
Xuat huyét nio 1 0 0 1
Xuat huyét tiéu hoa 1 0 0 1
Xuat huyét, tu mau noi tiém 2 0 0 2
Chay mau duong thd 1 0 0 1
Tong 55 2 1 58

Nhan xét: ¢6 1 truong hop giam tiéu cau >50% so voi trude diéu tri, nhung khong
c6 bien chung xuat huyét. Co 5 truong hop xuat huyét tir nhe dén nang nam ¢ nhom giam
tiéu cau <30%.

IV. BAN LUAN

Tong cong c6 58 bénh nhan dot quy nhdi mau nio cip. Tudi trung binh 73,55+11,67,
5
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tac gia Pham Anh Tuan (2010) nghién ctru 58 BN tai khoa HSCC noi khoa, tudi trung binh
la 7612 [6], tac gia Pang Van Phudc (2010): 69,4+14,1 tudi [2], H. Lawall va cong su
(2014) nghién ctru 102 BN hoi sire tich cuc & P, tudi trung binh d6i v6i nam 13 71,4+11,4
va 75,9+14,0 d6i v6i nir [11]. Trong d6 nam 30 (51,7%) twong duwong véi nghién ciru cia
bang Van Phudc: nam 53,9%, nit 46,1%. Mai Buc Thao (2019) 1a nam giéi 75,1%, nit
24.9% [4], MirMohammad Miri (2017) 1a nam 58.18%, nir 41.82% [10]. 4,48 ngay la thoi
gian bat dong trung binh vao vién dén khi diéu tri du phong Enoxaparin. C6 100% bénh
nhan bat dong trong nghién ctru tmg véi nguy co 1 diém theo thang diém Wells bat dong lam
giam dong chay ctia mach mau, dac biét tai cac van tinh mach dan dén viém va tang dong.
BMI trung binh trong nhém nghién ctru 1a 21,15+2,26 gan nhu twong duwong véi nghién ciru
Mai Putc Thao (2019), chi s6 khéi co thé trung binh ctiia mau 13 20,7+2,3, phut hop vdi chi sb
khéi co thé trung binh ctia bénh nhan ndi khoa nam vién thuong gap ¢ Viét Nam.

Trong nghién ctru cuia chiing t61 c6 81% D-dimer duong tinh (>0,55 mg/L), nghién ctru
cta Mai Buc Thédo (2019) c6 45,48% bénh nhan xét nghiém D-Dimer duong tinh, trong d6 c6
29,2% bénh nhan HKTMSCD, khong c6 su khac biét vé bénh nhan bi HKTMSCD gitra 2 nhém
bénh nhan D-Dimer duong va am tinh. Theo Pang Van Phudc nghién ctru doc 304 bénh nhan
ndi khoa cap tinh thiy ring ndng d6 D-dimer trén nhém bénh nhan khong co HKTMS 1a 589
ng/ml. Trén nhém bénh nhan c6 HKTMS, ndng d6 D-dimer trung binh 14 816 ng/ml (p <0,001).
Gia tri ngudng cua D-dimer trong chan doan HKTMS trén nhém bénh nhan noi khoa c6 nguy
co la 500ng/ml. do nhay = 77,8%, d0 chuyén bi¢t = 42,8%, gia tri ti€n doan duong = 33,2%, gia
tri tién doan am = 84,1%, HKTMS duoc loai trir hoan toan khi né)ng d6 D-dimer thép dudi
ngudng chan doan 500 ng/ml [3]. Chinh vi vay xét nghiém D-Dimer la khong dac hiéu cho
HKTMS trén bénh nhan HSTC tirc 1a bénh ndi khoa cap tinh [14].

Nghién ctru cua chung t6i ¢6 két qua diéu tri dy phong HKTMS chi dudi dat 100%
tire 14 ti 16 m6i mic 0%, nghién ctru ciia Mai Pac Thao (2019) cho théy ti 16 HKTMS méi
mic & nhoém du phong la 13,4% va & nhém khong du phong 1a 43,7%, su khac biét nay cé
¥ nghia thong ké (p <0,001) [4]. Cac nghién ctru & phuong tay nhu: nghién ctru MEDENOX
5,5% [7], nghién ctru PREVENT 2,8% [12], ARTEMIS 5,6% [8] diéu nay c6 thé do dbi trong
BN khéc nhau, BN bj mic nhiéu bénh khac nhau, thdi gian nghién ctru khac nhau, phuong
phap chan doan HKTMS khéc nhau. T4t c4 cac nghién ctru cho thiy ti 16 HK TMS méi méc &
nhém du phong thip hon nhom khong du phong, su khac biét c6 ¥ nghia thong ké.

Trong nghién ctru cua ching toi ¢6 1 trudng hop xudt huyét ndo sau ngay thu 4
chiém 1,7%. Xuat huyét, tu mau dudi da noi tiém >5cm c6 2 trudng hop chiém 3,4% con
lai chay mau duong tho 1 truong hop (1,7%) va xuat huyét tiéu hoa 1 truong hop (1,7%).
Ket qua nghién clru nay tuong dong v6i két qua cac nghién ctru & phuong Tay, trudng hop
xudt huyét nang c6 nhung chiém ti 1¢ thip nhu: Samama M: 1,7% va 1,1% [13], Fraisse:
5,6% va 2,7% [9], Lazoroviz: 0,5% va 0,2% [12], Cohan AT: 0,2% va 0, 2% [8]. Ti 1& xuat
huyét ning & nhém dy phong va nhom  khong du phong cua cac tac gia ¢ phuong Tay khong
c6 su khac biét c6 y nghia thong ké vé ti 1& xuét huyét nang giita nhém dy phong va nhom
khong du phong véi p > 0,05.

Giam tiéu cau dugc khao sat trong subt thoi gian nam vién, trong nghién ciru ¢6 1
truong hop giam tiéu cau >50% so voi trude didu tri chiém ti 18 1 ,7%, nhung khong co blen
chimg xuat huyét. C6 5 truong hop chay mau tir nhe dén nang ndm ¢ nhém giam tiéu cau
<30%. Su khéc biét vé trung binh sb luong tiéu cau trudc va sau diéu tri 1a -13,29 diém véi
khoang tin cdy 95%, khac biét nay 1a -33,89 dén 7,3. Su khac biét nay khong c6 y nghia
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thong ké (t57=-1,29; p =0,20). Nghién ciru ciia Mai Btrc Thao (2019) C6 6 truong hop giam
tiéu cdu trong nghién ctru, chiém ti 18 1,7%: 2 trudng hop & nhém du phong chiém ti 18 1,3%
va 4 truong hop 6 nhom khong du phong chiém ti 16 1,9%. Khong c6 sy khac biét c6 y nghia
thong ké vé ti 1 giam tiéu cau gitra nhém du phong va nhom khong du phong (p =0,651)
[4]. Ti 1& giam tiéu cAu trong nghién ctru tuong dong véi ti 1& ndy trong cac nghién ctru dy
phong ¢ nudc ngoai. Ti 1€ nay trong cac nghién ctru duy phong cua tdc gia Samama M la
2,2% va 3,6% [10], nghién ctru cua tac gid Lazoroviz 1a 0,3% va 0,5% [12]. Khong c6 sy khac
biét co y nghia thong ké vé ti 1& giam tiéu cau giita nhém du phong va nhom khéng du phong
trong cac nghién ctru. Enoxaparin khong phai la nguyén nhén chinh, giam tiéu cau chi 1a mot
triéu chimg ngau nhién trén nhimg bénh nhan c6 du phong va khong du phong. Vay mire giam
tiéu cau >50% ciing khong 13 nguyén nhan chinh bién ching xuit huyét ning.

V.KET LUAN

Tom lai, dy phong HKTMS bang Enoxaparin trén bénh nhén dot quy, nhdi méau ndo cip
cho hi¢u qua tot va kha an toan, khong lam tang nguy co xuat huyét niang va khong 1am ting
nguy co giam tiéu cdu. Nguy co xuat huyét ting khi c6 kém sir dung Clopidogrel hay Aspirin.
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