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TOM TAT

DOt quj ding ther 3 trong nhitng nguyén nhén gay mét chirc ndng va nguyén nhén thir 2 gay ti vong
trén toan cdu. Nhiéu nghién ctwu trén thé gici cho thay protein S100B va NSE ting cao lién quan dén du
héu x&u, tuy nhién gié tri diém cat thay ddi nhiéu. Muc tiéu: khdo sét ndng do protein S1008B va NSE huyét
thanh va gia trj ctia chang trong chén doén, tién luong & bénh nhdn nhdi mau néo giai doan cap. Phwong
phép nghién caru: cdt ngang mé ta c6 so sénh v&i nhém chiing va theo déi. D6i twong: nhém bénh gém
96 bénh nhan nh6i méu néo cép diéu tri tai Bénh vién Trung wong Hué, nhém ching gém 105 nguoi ching
twong déng vé tudi, gisi, ching téc va cling séng trong ving dich t& so voi nhém bénh. Két qua: Trung vi ndng
do protein S1008B va NSE & nhém bénh la 0,404 ng/ml va 26,55 ng/ml, nhém chitng la 0,058 ng/mi va 14,47
ng/mi. Biém c&t protein S1008 > 0,119 ng/mi, NSE > 22,3 ng/ml c6 gid tri chdn doén nhdi méu néo, twong
tng dd nhay 83,3% va 61,5%, do ddc hiéu 98,1% va 98,1%.

T khéa: nhdi méu néo, protein S100B, NSE.

ABSTRACT
ROLE OF S100B PROTEIN AND NSE PLASMA IN EARLY DIANOGSIS AND PROGNOSIS
OF ACUTE ISCHEMIC STROKE
Hoang Trong Hanh', Hoang Khanh', Hoang Thi Lan Huong’,
Nguyen Van Anh', Bui Manh Hung’

Stroke is the third most common cause of disability and second most common cause of death
worldwide. A lot of studies have confirmed that markedly elevated serum level of S100B protein and NSE
are associated with poor outcomes, but cut-off value vary. Objective: assess level of S1008B protein and NSE
and it's role in early dianogsis and prognosis of acute ischemic stroke. Method: descriptive, cross sectional
study, compare with control group and follow up. Subject: case group include 96 patients with acute
ischemic stroke in Hue Central hospital, control group include 105 healthy perfsons similar in age, sex,
race and region to case group. Results: Median level of S100B protein and NSE in case group are
0.404 ng/ml and 26.55 ng/mi, in control group are 0.058 ng/ml and 14.47 ng/ml, respectively. Cut-off
value of S1008B protein >0.119 ng/ml, NSE> 22.3 ng/ml, have sensitivity of 83.3% and 61.5%, specificity
of 98.1% and 98.1%, respectively.
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1. PAT VAN PE

Nhdi méu ndo da va dang 1a mot vén dé thoi sy
cép thiét cua y hoc d8i v&i moi nude, moi dén tdc, &
ngudi cao tudi va ca ngudi tré tudi, khong phan biét
nam hay nit, & néng thon hay thanh thi. Nhdi méa
ndo thudng chiém 80-90% ty 18 tai bién mach mau
ndio & cdc nude Au My va cac nude phat trién [10],
[15]. O Viét Nam, ty 1& nhdi méau ndo tai Thanh phd
Hb Chi Minh 14 59,58% va tai Hué 13 60,58% [3).

Nhirng nghién ciru cia cac tac gia nudc ngoai
cho thiy vai trd ciia protein S100B va NSE trong
viéc chén doan sém va tién hrgng nhdi méu ndo
trong khi chua thiy tdn thuong trén chup cét 16p
vi tinh. Trong nhdi mau no céc té bio sao bj ton
thwong sém, phu ndo xuét hién sém va dau tién.
Su giam ap lyc oxy lam gian doan su san xuit
ATP va dan dan din dén sy mat K*, sy x4m nhép
cac ion CI' va Na* vao té bao sao tir 46 gdy phi
né nhu mé thin kinh dém. Phii ndo xuét hién sém
vao khoéang 3 gi¢ sau khi ngh&n mach va tién t6i
tdi da trong 24 gids, ton tai va lan tda qué 72 gid,
lam hu hong t& bao sao, 12 té bao lam nhiém vu
trung gian chuyén héa gitta mao mach va té bao
than kinh tir 46 gdy phong thich protein S100B va
NSE [1], [6], [7].

Tai Viét Nam chua théy ¢6 nghién ciru nao vé
hai chét nay, vi vay chiing t6i tién hanh dé tai nay
nhim muc tiéu:

1. Khdo sdt néng dg protein S100B va NSE huyét
thanh & bénh nhdn nhéi mdu ndo trong giai doan cdp.

2. Gid tri ciia protein S100B va NSE huyét thanh
trong chdn dodn va tién hwgng nhdi mdu ndo cdp.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

Péi tuong nghién ctru coa ching toi tir 18 tudi
trd 1én bao gdm hai nhém: nhém bénh nhan nhdi
méu ndo cip. (tudn ddu tir khi khdi bénh) va nhém
chimg tir thang 4 nam 2011 dén thang 01 nam 2017.

2.1.1. Nhém bénh

Gdm 96 bénh nhan méc nh01 méu ndo lan déu &
giai doan cép.

Bénh nhan dang diéu tri noi tra tai cac khoa: Hdi
sirc cAp ciru va Noi Tim mach & Bénh vién Trung
wong Hué.
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2.1.1.1. Tiéu chudn chdn dodn nhoi mdu ndo

- Lam sang: Dya vao tiéu chuén 1am sang ciia TS
chirc Y t& Thé gi¢i (TCYTTG, 1989).

+ C6 céc tridu chimg than kinh khu tro.

+ Triéu chirng d6 xay ra djt ngot, ton tai qua
24 gio.

+ Khéng bi chin thuong s¢ néo.

- Cén lam sang:

+ Két qua chup cét 16p vi tinh so néio cho thay
hinh anh nhdi m4u ndo m&i twong ting vdi Iam sang.

2.1.1.2. Tiéu chudn logi trir

- Khong ddng y tham gia vao nghién ciru

- C6 cac bénh ly kém theo anh hudng dén ting
ndng d6 protein S100B va NSE huyét thanh

2.1.2. Nhom chitng

Bao gdm 105 nguoi chlmg tuorng ddng vé tudi,
gidi, chiing toc va cling séng trong ving dich té so véi
nhém bénh, dén kham strc khoe tai khoa Kham Bénh,
Bénh vién Trung wong Hué.

Tiéu chuén chon nhém chimg;

- Khong méc cac bénh ly anh huéng dén tang ndng
d6 protein S100B va NSE huyét thanh nhur trén.

- Tu nguyén tham gia vao chuong trinh
nghién ctru.

2.2. Phwong phap nghién ciru

Dung phuong phap nghién ciru cit ngang md ta
¢ so sanh véi nhém chimg va theo ddi.

Phuwong phdp xit ly s liéu

Sé lidu xir Iy bang phin mém théng ké y hoc
SPSS 22.0.

IIL. KET QUA NGHIEN CUU

3.1. Pic diém chung nhém bénh va nhém
chirng

‘Bang 3.1. Dac diém chung nhém bénh va nhém

chirng
Nhém | Nhém bénh | Nhém chirng
nghién (N=96) (N=105)
ciru n (%) n (%)
Dic diém
Gidi (nam) 56 (58,3%) 59 (56,2%) *
Tudi (nim) | 68,04+ 13,43 | 66,75+ 13,71
7120 20,8%) -
Te | heay
vong 28
ngay 31 (32,3%) -
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Khong khéc biét c6 y nghia théng ké (p >0,05) giita tudi nam, nit va chung cé hai gi6i ciia nhém bénh

va ching.

3.2. Ndng d9 protein S100B va NSE huyét thanh nhém bénh va nhém chimg
Bang 3.2. Nong d¢ protein S100B va NSE huyét thanh nhém bénh va nhém ching

Théng s& Nhém bénh Nhém chirng X+2SD
&0 (n=96) (n=105) P nhém chirng
Protein | X+SD 1,474 £ 2,609 0,061 + 0,029 0,119
S‘OOE: Mg Trung vi 0,404 0,058 < 0.001
mi) (95%CI) (0,263 —0,689) (0,039 - 0,080) ?
X 37,11 33,62 14,89 +3,43 21,75
NSE X+ SD
(ng/ml) Trung vi 25,82 14,43 <0.001
: (95%CI) (16,85 — 40,84) (12,43 - 17,03) ’

Trung vi cha protein S100B va NSE & nhém bénh cao hon so véi nhém ching c6 y nghia thong ké
(p <0,001).
3.3. Gia tri chin do4n nhdi m4u nio cia protein S100B va NSE huyét thanh
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Biéu dé 3.1. Chdn dodn NMN bang protein ,
S100B huyet thanh (nhdm bénh va nhom chimg) thqnh (nhom bénh va nhém ching)
Piém cét protein S100B >0,115ng/ml c6 gid Diém cit NSE > 22,3 ng/ml c6 gi trj chin doan
tri chan dodn cao nhét, do nhay 85,4%, d6 dic hiéu cao nhat, 6 nhay 60,4%, d6 dic hiéu 100,0%, dién
98,1%, dién tich dudi duong cong ROC 12 0,941. tich du6i dudng cong ROC 1a 0,812.

Bang 3.3. So sanh chin doAn NMN biing protein S100B, NSE

100-Specificity
Biéu dé 3.2. Chdn dodn NMN bdng NSE huyét

va CNCLVT lan déu
ét qua CNCLVT lan diu Duong tinh Am tinh
Thong sb n % n %
Protein Tang (> 0,119) 72 81,8 8 100,0
S100B
Binh thuong
(ng/ml) (<0,119) 16 18,2 0 0,0
Ting (>21
NSE ing (>21,75) 53 60,2 6 50
(ng/ml) Binh thuong
(£21,75) 35 39,8 2 25,0
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O nhiing bénh nhan cé két qua CNCLVT 1an dau
am tinh, ching toi chup kiém tra lai sau do. Néu
két qua duong tinh ching toi dwa vao nghién ciru.
Trong nhém CNCLVT lan déu am tinh, 100% bénh
nhan cé ting protein S100B va 75% c6 ting NSE.

3.4. Gia tri cia S100B va NSE trong tién
lwgng tir vong tai bénh vién & bénh nhén nhoi
mau nio trong giai doan cfip

3.4.1. Gid tri ciia protein S100B va NSE trong
tién lwong nguy co tii vong
S100B
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Biéu dé 3.3. Nguy co tir vong tai bénh vién b&ng
protein S100B trong 7 ngay
Piém cét protein S100B > 0,749 ng/ml c6 gia tri
xéac dinh nguy co tlr vong cao nhét, do nhay 80,0%,
do dac hiéu 72,4%, dién tich dudi duong cong ROC
1a 0,820.
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Bidu dé 3.4, Nguy co tir vong tai bénh vién
béing NSE trong 7 ngay
Piém cit NSE > 25,23 ng/ml ¢6 gia tri x4c dinh
nguy co tir vong cao nhét, do nhay 95,0%, d6 dic
hiéu 60,5%, dién tich dudi dudng cong ROC la
0,794.
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Bidu db 3.5. Nguy co tir vong tai bénh vién béng
protein S100B trong 28 ngay
Piém cét protein S100B > 0,245 ng/ml c6 gia tri
x4ac dinh nguy co tir vong cao nhét, d6 nhay 87,1%,
d6 dic hiéu 52,3%, dién tich dudi duong cong ROC
14 0,745.
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Bidu d@é 3.6. Nguy co tir vong tai bénh vién

80 100

bdng NSE trong 28 ngay

Diém cit NSE > 24,22 ng/ml c6 gia trj xac dinh
nguy co tir vong cao nhét, do nhay 83,9%, do dic hiéu
61,5%, dién tich dudi dudng cong ROC 12 0,739.

IV. BAN LUAN

4.1. Pic diém chung

Tudi 12 mdt yéu t6 nguy co quan trong cta
NMN. Nghién cttu cua Sridharan S.E. va cs cho
thay ty 16 méc NMN trén 100.000 dén ting dan
theo d6 tudi. Trong khi ty 18 nay & nhém < 44 tudi
12 3,7; thi ty 1& ndy & nhém 45 — 54 1a 65,4; nhom
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55-641a219,3; nhém 55 —74 1a 521,5 va nhém >
75 tudi 14 627,9 [12].

Bang 3.1 cho thiy s5 bénh nhan nam c6 56
trudng hop chiém ty 18 58,3%. Tudi trung binh cia
nhém bénh [a 68,04 + 13,43 tudi.

Nghién ciu cia Nguyén Dtc Hoang tai Hué
cho thiy d6 tudi ciia bénh nhan TBMMN la 62,35
+ 13,02 tudi, nam gigi chiém ty 18 60,19%, nir gisi
chiém ty 18 39,81% [2]. Két qua nay tuong tu nhu
két qua cia ching toi.

Cac nghién ciru ngoai nwée ciing cho két qua
tuong tu nhu cia ching t6i: d6 tudi trén 65 tudi va
nam giéi nhiéu hon nit gi6i. Nghién citu ctia Foerch
C. va cs trén 39 bénh nhan nhdi mau DM nio giira
cép & Pirc nim 2005 cho thay: d6 tudi trung binh &
bénh nhan 14 69,1 £ 11,5 tudi, ni¥ gidi chiém ty 18
35,9% [5].

4.2. Pic diém ciia protein S100B va NSE &
bénh nhin nhdi mau nio giai doan cép

4.2.1. Pdc diém protein S100B & bénh nhéin
nhéi mdu nio giai dogn cﬁ'p

Két qua & bang 3.2 cho thdy trung vi cta protein
S100B huyét thanh & nhom bénh la 0,404 (95%CI.:
0,263 — 0,689) cao hon so v&i nhom chirng 0,058
(95%CI: 0,039 — 0,080) c6 ¥ nghia théng ké (p <
0,001).

Mot sb két qua c4c nghién ciru trén thé gidi vé
protein S100B ciing c6 ¢6 sy khac biét nhau.

Wiesmann M. va cs cho thiy trén 200 ngudi tinh
nguyén khde manh trung vi ndng do protein S100B
& 0,052 ng/ml [13]. Két qua nay twong ty véi két
qua & nhom ching cua chung toi.

Tri s trung binh ndng d6 protein S100B & nhém
ching 13 0,061 =+ 0,029 ng/ml. O ngudng X +2SD
12 0,119 ng/ml. Chung t6i chon gié tri ndy 1a ngudng
xac dinh protein S100B ting hay khéng ting.

4.2.2. Nong dp NSE ¢ bénh nhén nhéi mdu
ndo c:fp

Bang 3.2 cho thdy trung vi cia NSE & nhém
bénh la 25,82 (95%CI: 16,85 — 40,84) cao hon so
vOinhom chimg 14,43 (95%CI: 12,43 - 17,03) cé y
nghia thng ké (p < 0,001).

Martens P. (1998) cho thdy trung vi ndng do
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NSE & nhém bénh la 21,2 ng/ml cao hon so véi
nhom ching 15,2 ng/ml (p < 0,001). Nghién cltu
cta Oryniska M.K. va cs cho thiy NSE & nhom bénh
nhan NMN cao hon nhém chiing cé ¥ nghia thong
ké (36,9 + 24,0 so v6i 14,3 + 9,7 ng/ml). Két qua
ndy tuong ty nghién clru ctia chung toi.

Zaheer S. va cs trén 75 bénh nhan NMN cép &
An Dé cho thiy ndng d6 NSE trung binh la 64,36 +
49,71 [14]. Didu nay phai ching do dbi tuong trong
nghién ciru nay 1a cac bénh nhén & An D vao vién
cham tré va bénh nang né.

Tri sb trung binh ndng d6 NSE & nhém chiing 1a
14,89 =+ 3,43 ng/ml. O ngudng X +2SD 14 21,75
ng/ml. Ching t6i chon gia tri nay la ngudng xac
dinh NSE téng hay khong tang.

4.3. Vai tro ciia protein S100B va NSE trong
chin doan nhdi mau nio

Biéu dd 3.2 cho thdy v6i didm cit protein S100B
>0,115ng/ml cé gia tri chdn doan cao nhét, 46 nhay
85,4%, d6 dic hiéu 98,1%, dién tich dudi dudng
cong ROC 12 0,941,

Biéu dd 3.3 cho thay véi diém cit NSE > 22,3
ng/ml cé gia tri chén doan cao nhét, d6 nhay 60,4%,
d6 dic hiéu 100,0%, dién tich dudi duong cong
ROC 14 0,812.

Nhu vay, protein S100B 1an NSE déu c6 do dac
hidu kha cao trong chin doan NMN. Tuy nhién d6
nhay ctiia NSE chua cao (61,2%), con d0 nhay cua
protein S100B ¢ y nghia hon nhiéu (85,7%) trong
NMN. Bén canh d6, diém cét protein S100B lan
NSE déu chi cao hon so véi gi6i han binh thudng
mot gid trj rat thip. Diéu nay thé hién gia trj cao cha
hai chét chi diém sinh hoc ndy trong viéc cin can
nhéc chin doan NMN trén bénh nhan NMN cép dic
biét trong céc trudng hgp nghi ngo.

Nghién ciru ciia Cakmak V.A. trén 38 bénh nhén
NMN (2014) cho thiy véi diém cit protein S100B
trong chin doan NMN 120,065 ng/ml, d6 nhay 87%,
d6 déc hiéu 72%, dién tich dudi duong cong ROC
12 0,89. Piém cét NSE la 18 ng/ml, do nhay 61%,
d6 déc hiéu 53%, dién tich dudi duong cong ROC
14 0,67 [4]. Két qua nay cho thay do nhay va do dac
hiéu kha twong ddng vdi nghién ciru ciia ching t6i.
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Két qua & bang 3.10 cho thdy trong nhém
CNCLVT lan d4u 4m tinh, 100% bénh nhan c6 tang
protein S100B va 75% c6 ting NSE. Nhu vy, trong
cae truong hop tén thuong NMN sém khi két qua
CNCLVT chua thiy tdn thuong thi ndng d6 protein
S100B va NSE d3 ting hon so vé&i binh thuong.
Diéu nay xac nhan vai trd ciia hai chét chi diém sinh
hoc nay trong viéc gép phén chin doan sém NMN.
K.ét qua nghién ctiu ctia Jung M.H. va cs (2011) cho
thdy CNCLVT c6 d nhay 54% trong NMN cép,
protein S100B 13 58%. Trong khi d6, viéc két hop
giita CNCLVT va protein S100B lam ting do nhay
chén doan NMN 1én 74% [9].

4.4. Gia tri cia protein S100B va NSE trong
tién lrgng nguy co tir vong

Biéu db 3.4 va 3.5 cho théy, dbi vdi tir vong sau
7 ngay, diém cét protein S100B > 0,749 ng/ml vi
NSE > 25,23 ng/ml c6 gi4 tri tién lugng cao nhét,
d6 nhay 80,0 (95%CI: 56,3- 94,1) va 95,0 (95%CI:
75,1-99,2), d6 déc hiéu 73,1 (95%CI: 61,8 — 82,5)
va 59,0 (95%CI: 47,3-70,0), dién tich dudi du‘ong
cong ROC 1a 0,823 va 0,783.

Biéu b 3.6 va 3.7 cho thiy, dbi véi tir vong sau
28 ngay, diém cét protein S100B > 0,245 ng/ml va
NSE > 24,22 ng/ml ¢6 gia trj tién lugng cao nhét,
d6 nhay 87,5 (95%CI: 71,0- 96,4) va 84,4 (95%CI.:
67,2 -94,7), d6 dac hiéu 53,0 (95%CI: 40,3 — 65,4)
va 60,6 (95%CI: 47,8-72,4), dién tich dudi dudng
cong ROC 1a 0,744 va 0,735.

Martens P. lai chon diém cét protein S100B 1a
0,7 ng/ml trong xac dinh nguy co tir vong. Theo téic
gia nay, nguy co tir vong & nhom cé protein S100B
> 0,7 ng/ml cao gép 31 lin so v6i nhém c6 protein
S100B < 0,7 ng/ml. C6 thé 1y do diém cét nay rét
cao la do d4i twgng nghién citu cia tac gia nay 14 cac

Vai tro protein S100B va NSE huyét thanh...

bénh nhan tdn thwong nio sau mot tinh trang ngung
tim. Do vy tén thuong néo lan rong, din dén ndng
d6 protein S100B ting rét cao.

Nbng d6 cao cila protein S100B lam ting NO,
tir d6 s& lam didn ra qua trinh chét té bao cua
nhitng té bio sao cling nhu qua trinh chét té bao
than kinh dwoc nudi cdy [11]. Thém vao d6, ndng
d6 cao cuia protein S100B s€ lam ting su biéu
hién IL-1p & té bao sao va lam ting sy hoat héa
nhitng té bao than kinh dém thong qua B-amyloid,
va kich thich sy bai tiét ctia IL - 6 va TNF —a tir
nhitng té bao sao & ndng d6 > 25 nM. Tir d6 hinh
thanh nén vong ludn quén gay tdn thuong chét té
bao lan réng, 1am néng 1én tinh trang NMN va c6
thé din dén nguy co tir vong. Do vay, diém cit
xac dinh tién luvong tir vong & bénh nhin NMN
thurdng rét cao.

V. KET LUAN

5.1. Ndng @6 protein S100B va NSE huyét thanh
& bénh nhin nhdi mau nio trong giai doan chp

Trung vi ndng do protein S100B & nhém bénh
14 0,404 ng/ml, nhéom ching la 0,058 ng/ml. Trung
vi néng d0 NSE ¢ nhém bénh la 26,55 ng/ml nhém
ching 14,47 ng/ml.

5.2. Gi4 tri ciia protein S100B va NSE huyét
thanh trong chin do4n nhdi mau nio giai doan
chp va tién lwgng tir vong

Diém cét protein S100B > 0,119 ng/ml, NSE >
22,3 ng/ml c6 gi4 tri chin doén nhdi mau nio, twong
img d6 nhay 83,3% va 61,5%, d¢ dic hiéu 98,1%
va 98,1%.

Trong nhém chup ndo cét 16p vi tinh lin dau
chua thiy tdn thuong, 100% bénh nhan cé ting
protein S100B va 75% c¢é ting NSE.
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