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TOM TAT

Muc tiéu: Nghién ctu tuong quan gitka nhdi méu nédo va céc nguy co xo vira déng mach bao gém
lipoprotein- associated phospholipase A2 (Lp-PLA2).

Phwong phép: Nghién ciru mé t& cit ngang cé so sénh déi chirng, gém 50 bénh nhan nhdi méu néo
(36 nam va 14 ni, tudi trung binh 67,80+ 10,91) diéu tri tai Khoa Néi Tim mach — Bénh vién Trung ub’ng
Hué va 50 ca chung.

Két qua: Néng a6 Lp-PLA2 trung binh trong nhém bénh cao hon nhém ching (23,31+ 17,90 so véi
9,60+ 4,23, p< 0,001), ty I8 tdng Lp-PLAZ2 vira nhém bénh cao hon nhém chiing (70% so véi 10% p<0,001).
Trén co s& hdi qui logistic, ty suét chénh (OR) Lp-PLA2 >14,7 IU/ml 1a 21(95%C! 6,96-63,36 p<0,001) so
v6i < 14,7 IU/mi. Sau khi didu chinh yéu t6 nguy co xo vira déng mach va tubi, gici ty suét chénh (OR) I3
22,33 (95%ClI 6,64-75,13 p<0,001).

Két luan: Qua nghién ctru chung toi dé nghj tang Lp-PLA2 vira Ia yéu t6 nguy co doc 1dp nhdi méu néo.

Ttr khéa: Tai bién mach mau néo, xo vira déng mach, viém.

ABSTRACT
STUDY ON RELATION OF SERUM ELEVATED LIPOPROTEIN-ASSOCIATED
PHOSPHOLIPASE A2 LEVELS AND CEREBRAL INFARCTION
Le Van Tam’, Nguyen Phuong Thao Tien’, Hoang Khanh'
Le Thi Yen?, Le Thi Phuong Anh?, Nguyen Duy Thang?

Objective: We studied the relation of ischemic stroke and the known risk factors for atherosclerosis
including serum lipoprotein- associated phospholipase A2 (Lp-PLA2).

Methods: Cross-sectional studies with 50 in-patient cerebral infarctions (36 male and 14 female, mean
67.80+ 10.91 years) in Department of Cardiology - Hue Central Hospital and 50 controls.

Results: The mean serum level Lp-PLA2 was higher in cases than in controls (23.31+ 17.90 versus
9.60+ 4.23, p< 0.001). The proportion of subjects with moderate serum elevated lipoprotein-associated
phospholipase A2 was significantly higher in cases than in controls (70% versus 10% p<0.001). Based on
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the logistic regression model, the odds ratio Lp-PLA2 > 14.7 IU/ml was 21 (95% Cl 6.96-63.36 p<0.001)
compare with < 14.7 IU/ml. After additional adjustment risk factors for atherosclerosis and sex, age, the

odds ratio was 22.33 (95%Cl 6.64-75.13 p<0.001).

Conclusion: These findings suggestthat moderate serum elevated lipoprotein-associated phospholipase
A2 levels is an independent risk factor for cerebral infarction.
Keywords: cerebrovascular accident, atherosclerosis, inflammation.

I. PAT VAN BE

Tai bién mach mau ndo la bénh Iy than kinh
thudng gip & ngudi 1on tudi trén khap thé gi¢i, hién
nay ¢ xu hudng ngay mot ting déc biét & nhimg
nuée phat trién va c6 lién quan dén su 3o héa dan
sb. Bénh xay ra & tit ca cic Itra tudi, tuy nhién ngudi
trén 65 tudi chiém da sé (2/3 sb bénh nhan), dudi
20 tudi chiém ty 1¢ thap nhét [1]. Ngoai viéc dé lai
nhing di chirng ning né, ganh nang cho gia dinh va
x4 hoi, ty 18 tir vong do tai bién mach mau ndo ding
hang thir 3 sau bénh tim mach va ung thu(2].

Mic di cac thanh phin lipid nhu LDL-C va
HDL-C ¢6 lién quan manh v&i sy phat trién bénh
mach vanh va viéc kiém so4t cac thanh ph?m lipid
ndy giop lam gidm nguy co va ngin nglra bénh
mach vanh nhung ndéng do lipid khéng dy bao tai
bién mach méu n3o [3], [7].

Viém ddng vai trd quan trong trong bénh sinh xo
vita ddng mach, bénh mach mau nfo cling nhu bénh
dong mach vanh va ndng d9 Protein phan tng C ¢6
lién quan v&i su gia ting nguy co tai bién mach mau
ndo[40]. Lipoprotein-associated phospholipase A2
la mét enzyme tién viém duoc tiét ra boi dai thuc
bao ma né gin chi yéu véi LDL trong tudin hoan.
Lipoprotein-associated phospholipase A2 thity phan
phospholipid da bi oxy héa dé tao ra acid béo oxy
hoéa va lysophosphatidylcholine, m¢t phén tir c6
hoat tinh sinh xo vita manh va hoat ddng ctia n6 lam
gia ting LDL nho dam déc[4], [7].

Muc tiéu: xac dinh médi tuong quan giita
nhdi méu ndo va cic yéu td nguy co xo vira
déng mach bao gdm lipoprotein-associated
phospholipase A2.

IL POI TUQNG VA PHUONG PHAP
2.1. Déi twong nghién ciru: DSi twong 13 cic
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bénh nhan duge chin doan nhdi mau ndo do huyét
khéi diéu tri ndi trli tai Khoa Noi Tim mach, Bénh
vién Trung uong Hué.

Nhém bénh: 50 bénh nhén nhdi mau ndo do
huyét khéi duge xac dinh chin doan dua trén lam
sang va hinh anh hoc (CT hay MRI so ndo trong 3
tuin dAu). Loai trir bénh nhan khéng hop tac nghién
ctru, xuat huyét ndo, chin thuong so no, bgnh tim
gay thuyén tic nhu rung nhi, nhdi mau co tim gan,
thay van tim hay viém ndi tim mac... Cac yéu tb gy
nhiéu Lp-PLA2 nhu dang didu trj voi céc thudc ha
lipid mau nhu statin, niacin, fenofibrate, acid béo
omega-3 va ezetimibe.

Nhém ching: 50 ngudi khong bi nhéi méu
ndo. Tt ca dugc tuyén chon trong clng thoi gian
chon nhém bénh, loai trir cac ddi tugng cb tién
str tai bién mach mau ndo hay biét c6 bénh ly
mach mau khac hay ¢6 yéu td gay nhiéu nhu md
ta trong nhom bénh.

2.2. Phwong phap nghién ciru: Nghién ciru mé
ta ct ngang c6 so sanh dbi chimg.

2.2.1. Xét nghiém sinh héa: Mau thi Lp-PLA2

MAu méu duge liy vao budi sang khong cén nhin
d6i trong S ngay dAu, sau d6 gitr trong 30 phit, mau
mau duge quay ly tdm 3000 vong trong 5 phit, tach
huyét thanh va giit & -80°C cho dén khi phan tich.
Lp-PLA2 toan phan dugc dinh lugng theo phuong
phap: hip phu mién dich gin enzym (ELISA:
Enzyme-Liked ImmunoSorbent —Assay) trén may
mién dich ty ddng ELISA Evolis Twin Plus do Pic
san xudt, hoa chat ciia hing DRG (M¥ san xuét).

2.2.2. Xit lj thong ké

Xir ly bing phin mém théng ké SPSS (Statistical
Package for Social Science).
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Il KET QUA NGHIEN CUU
3.1. Pic diém chung ciia mAu nghién ciu
Bang 3.1. Ddc diém chung cua mdu nghién ctru

Nhom bénh Nhém chirng
n=50 n=50 P

Tudi (ndm) ’ 67,80+ 10,91 61,26 +£9,26 53600
(nho nhét-16n nhét) (44-85) (43-82) ’
Tang huyét ap (%) 34 (68%) 13 (26%) 0,001
Dai thao dudong (%) 5 (10%) 12 (24%) > 0,05
Hut thudce 14 (%) 20 (40%) 15 (30%) > 0,05
Udng ruou (%) 18 (36%) 14 (28%) > 0,05
Tang Lp-PLA2 (%) 35 (70%) 5 (10%) 0,001
Tang cholesterol (%) 28 (56%) 25 (50%) > 0,05
Tang LDL-C (%) 39 (78%) 36 (72%) > 0,05
Trén 65 tudi (%) 36 (72%) 25 (50%) 0,02
Tang hs-CRP (%) 25 (50%) 12 (24%) 0,007
Lp-PLA2 (IU/ml) 23,31+ 17,90 9,60 + 4,23 0,001
Cholesterol (mmol/L) (Trung binh) 540+ 1,17 542+1,39 > 0,05
LDL-C (mmol/L) - 3,23+1,11 3,14+ 1,14 > 0,05
HDL-C (mmol/L) . 1,24+ 0,57 1,35+ 0,36 > 0,05
Triglycerid (mmol/L) - 2,28+ 1,35 2,61 +1,38 > 0,05
hs-CRP(mg/1) 11,62 = 26,38 2,18+2,68 0,01

S . A £ 2 A . - ~
3.2. Tuong quan giira cic yéu to nguy co' va nhoi mau nio

Bang 3.2. Hé s6 twong quan Pearson giita nong dg Lp-PLA2 va nong dg cholesterol,
LDL-C, HDL-C, triglycerid va tu6i, hs-CRP

Yéu t6 ngay cv Nhom bénh Nhém chirng
R P r p
Tudi -0,054 0,71 0,17 0,23
Cholesterol 0,09 0,54 028 0,14
LBL:C 0,005 0,98 -0,23 0,11
HDL-C 0,17 0,23 -0,12 0,43
Triglycerid -0,026 0,86 -0,25 0,08
hs-CRP 0,45 0,001 -0,02 0,9
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Bang 3.3. Twong quan giita cdc yéu té nguy co va nhéi mdau ndo

OR thé KTC 95% p*
Ting huyét ap 233 1,03-5,30 <0,04
Déi thao duong 1,31 0,47-3,66 0,80
Hit thudc 14 1,56 0,68-3,56 0,40
Uéng ruou 1,45 0,62-3,37 0,52
Tudi > 65 2,56 1,12-5,89 0,03
Tang Lp-PLA2 21 6,96-63,36 <0,001
Tang cholesterol 1,27 0,58-2,80 0,69
Ting LDL-C 1,38 0,55-3,43 0,48
Ting hs-CRP | 3,17 1,35-7,44 0,007

3.3. Twong quan giira ting nong d9 Lp-PLA2 va nhdi mau nio

Bang 3.4. H¢ s6 hoi qui logistic

Hé s6 hdiqui b D) sai chuén SE (b) p
Tang Lp-PLA2(x 1) - 3,10 0,62 <0,001
Tang hs-CRP (x2) 0,63 0,55 0,26
Tang huyét ap (x3) 1,09 0,65 0,09
Tudi > 65 (x4) 0,16 0,61 0,79
Constant (a) -2,88 0,69 <0,001

OR/

25 -
20 -
15 +

mOR thd

i m OR hiéu chinh
10 -

>14,7 IU/m] >17,86 1Ufml palisl

Biéudo 1. Tuo’ng quan gitia ting nong di Lp-PLA2 mau va nguy co nhdi mdu néo
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Phuong trinh nguy co nhdi méau ndo du doan
phu thudc véo céc bién ddc lap la: Logit(p)= -2,89 +
3,1(Lp-PLA2) + 0,63(hs-CRP) + 1,09(tang huyét ap)
+0,16(tubi> 65).

Tang vira Lp-PLA2 (>14,7 IU/ml) nguy co nhbi
mau ndo OR= 21 (95% CI 6,96-63,36 p< 0,001),
sau khi diéu chinh tudi, giéi va cac yéu tb nguy co
khac OR= 22,33 (95% CI 6,64-75,13 p< 0,001) so
sanh v&i < 14,7 IU/ml. Tang Lp-PLA2 (17,86 IU/ml
tam phén trén so véi tam phian dudi thi nguy co nhdi
mau ndo OR= 22,66 (95% CI 6,09-84,31 p <0,001),
sau khi diéu chinh tudi, gigi va cic yéu té nguy co
khac OR= 11,84 (95% CI 2,83-49,52 p< 0,001).

IV. BAN LUAN

4.1. Twong quan giita cdc yéu td nguy co va
nhdi miu nio '

Két qua nghién ctru cta ching t6i cho thiy
nguy co nhéi mau nio do ting cholesterol va tang
cholesterol LDL khong c6 y nghia. Khong c6 tlro'ng
quan giita nong d6 Lp-PLA2 mau va ndng dd
cholesterol, cholesterol LDL va cholesterol HDL.
Mic di ¢6 nhidu bang ching twong quan giiia
cholesterol va xo vita d6ng mach vanh va duoc thira
nhan nhu 1a mét yéu t6 nguy co bénh 1y déng mach
vanh, nhung tuong quan giira cholesterol va xo vira
déng mach ndo van con ban cii, cac nghién ciru gﬁn
day cho thiy mdi tuong quan giira lipid va tai bién
mach mau ndo nhu nguy co tai bién mach mau nio
va xo vita dong mach canh ¢ thé giam khi ding
thudc ha cholesterol [4], [6].

Trong nghién ciru ARIC, ndng d6 trung binh
cholesterol va cholesterol LDL khéng c6 su khac
biét c6 ¥ nghia théng ké giira nhém bénh va nhém
ching (3,53mmol/l so véi 3,41 mmol/)[3]. Trong
nghién ctu Cardiovascular Health Study, nghién
ctru déi tuong 16m tudi (> 65 tudi) & bdn ving dia ly
khéc nhau va bao gdm ca ngudi My géc Phi, ndng
dd cholesterol LDL khong khac biét c6 y nghia
thdng k& gita nhém bénh nhan nhdi mau nio va
nhém ching (3,41mmol/l so véi 3,36 mmol/l), két
qua ciling tuong tu nhu nghién ciru Rottedam va
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Persson M [9], [10]. M6t nghién ctru phén tich gdp
16n da cho thiy ring khong c6 méi twong quan gitra
ndng do cholesterol va tai bién mach méu nio [8].

Néng d6 Lp-PLA2 va hs-CRP twong quan véi
nhdi mau ndo va bénh tim mach. Bénh mach vanh
thuong do baoi xo vira dong mach, dic tinh bénh ly
quan trong la sur ting sinh ndi mac va lang dong lipid.
Nguoc lai, nhdi mau ndo do bai nhitng roi loan khéc
nhau, bao gdm thuyén téc tir tim hoc tir dong mach
chu, xo vira ddng mach canh va bénh mach mau
cia nhitng dong mach nhod trong noi so[6]. Nhiéu
nghién ctru mo6 bénh hoc thuc hién cach day nhiéu
thap ky da cho thdy ring hau hét bénh Iy thuong
gap tim thiy nhitng d6ng mach nhé ciia no sau dot
qui la ting sinh 16p ngoai mac va xo héa mach mau,
trong khi dé nhitng thay déi ndi mac hoic ling dong
lipid rét it khi dugc thay [7]. Lipoprotein-associated
phospholipase A2, gan chi yéu vao LDL mat d8 nhé,
no chiu trach nhiém thiy phan phospholipids bi oxi
héa va sinh ra lysophosphatidylcholine, c6 thé dua
dén lam gia ting biéu hién dinh cic phan tir vi vay
thiic dy tao viém. Ndng d¢ cao CRP lam ting dinh
c4c phan tir va biéu hién hudng dong thic ddy viém
mach mau. Vi vay, Lp-PLA2 va CRP, cing vdi cac
yéu t6 thic ddy suy chirc ning ndi mac va viém nhu
ting huyét ap, dai thio duong, va hat thude 14, c6
thé lam tang sinh 16p ndi mac & nhitng déng mach
16n, c6 thé 1am xo vita ddng mach, va ting sinh 16p
ngoai mac va xo hda nhitng dong mach ndo nhd [4].

4.2. Twong quan giira ting Lp-PLA2 va nhoi
mau nao

Nghién ctru ching t6i nhém bénh nhén nhdi
mau ndo c6 ting ndng d6 Lp-PLA2 la 70% vd&i
OR thé 1a 21 (KTC 95% 6,96-63,36) sau khi hdi
qui logistic hiéu chinh anh huéng nguy co nhdi
méau ndo cua tudi, gidi tinh, ting huyét p, hat
thube, dai thao duong, udng rugu, 16n tudi, ting
cholesterol va tdng cholesterol LDL, OR hiéu
chinh 14 22,33 (KTC 95% 6,64-75,13) (>14,7 IU/
ml so v&i <14,7 IU/ml). Trong nghién ciru ARIC
danh gia ndng d6 Lp-PLA2 va hs-CRP tir 194
trudng hgp dot qui va tir mot miu ngau nhién 766
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nhém ching tir nhitng nguoi khoe manh tudi45-65.
Sau khi diéu chinh cac yéu tb nguy co tim mach
truyén théng, lipid va hs-CRP, ting nong d Lp-
PLA2 cé lién quan v&i nguy co gip doi nhdi mau
ndo, cholesterol LDL khong khac biét gifra nhom
nhdi mau nio va nhém chirng [3].

Chiing t6i ghi nhan khi ndng d6 Lp-PLA2 méu
trén 17,86 IU/ml (dinh tam phan trén) c6 67% truong
hop nguy co nhdi mau ndo OR thé= 22,66 KTC
95% 6,09-84,31 va sau hiéu chinh OR= 11,84 KTC
95% 2,83-49,52 (p< 0,001) so v6i nhitng ngudi ¢
ndng do Lp-PLA2 duéi 17,86 IU/ml. Nghién ciu

ARIC, ndng @5 Lp-PLA2 & tam phan vj trén tuong
quan voi nguy ¢o nhdi mau ndo HR: 2,23 (95% CI
1,38-3,34) sau khi diéu chinh tudi, gioi, ching toc.

V. KET LUAN

Véi bing ching tim thdy qua nghién ctu,
nguy co nhdi mau ndo cho cac dbi tuong ting vira
Lp-PLA2 huyét thanh cao hon 22,33 14n va la yéu
t5 nguy co doc lap cho nhdi mau nio khong tir
vong. Tuy nhién van cdn cin xac dinh giam ndng do
Lp-PLA2 huyét thanh s& phong ngira dugc nhdi
mau nio nguyén phat hay thir phat.
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