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MO PAU

1. TINH CAP THIET CUA DE TAI

Ngay nay dot quy ndo van con 13 mot van dé cap thiét ctia y hoc vi bénh ning, ty
1¢ méc bénh va ty 1& tir vong con rét cao, chi phi diéu tri 16n, ngudi con song sot thi
mang di chimg ning né, 1a ganh ning cho gia dinh va xi hoi. O cac nude dang phét
trién dot quy ndo 1a nguyén nhan gy tir vong dimg hang thtr 3 sau bénh ung thu va cac
bénh tim mach. Theo théng ké ctia T chirc Y té Thé gidi, mdi ndm co trén 5 tricu
nguoi chét vi dot quy ndo va it nhat 20% bénh nhan séng sot tai phét trong vong 5 nam.
Hién nay trén thé gidi cling nhu Viét Nam, ty 16 mac mdi ciia dot quy ndo ngay cang
tang. O Hoa Ky theo théng ké nam 2009, ¢d 795.000 ngudi dot quy ndo méi méc, ty 18
tir vong chiém 1/3 va mdi nam chinh phii phai chi phi cho bénh 1y nay dén 69,8 ty do-
la. Theo b4o c4o m&i nhat nam 2017 ciia American Heart Association toan cau c6 6,5
triéu nguoi tir vong do dot quy, xép hang thir 2 sau bénh tim mach. Riéng tai My gan
750.000 nguoi tir vong mdi nam, khoang 40 gidy c6 01 ngudi dot quy va 4 phut co mot
ngudi chét [78], [115]. Tai Viét Nam hién nay da c6 mot vai sé liéu théng ké vé tinh
hinh d6t quy ndo tai nhidu ving mién va déu cho thay ty 1é ndy ting rat cao so véi
nhirng nam trude day [13], [20], [23], [31].

Vé diéu tri ndi khoa dén nay chi c6 dugec mot diéu tri dic hiéu trong giai doan
cap duoc Tb chirc Thude va thue phdm Hoa Ky cong nhan d6 1a thudc tiéu soi huyét
ma dién hinh 1a rt-PA (recombinant tissue plasminogen activator). Tuy nhién cira s6
diéu tri rat hep < 4,5 gio ké tir lac khoi phat bénh va phai co két qua chan doan sém
[1], [35], [111], [118].

Dé chan doan sém nhdi mau nio giai doan cép, hién tai chu yéu dua vao hinh
anh hoc va day duoc xem 1a tiéu chuin vang. Chup ndo cit 16p vi tinh 13 t6i wu tuy
nhién van con diém khuyét vi trong nhiing gid dau chi phat hién dugc 31-60% s6 bénh
nhan. Cong hudng tir , ty 1¢ phat hién ton thuwong cao hon, nhung ciing con mot sd
nhuoc diém nhu k¥ thuat mat nhiéu thoi gian, c6 nhidu chéng chi dinh, may chi c6 &
cac trung tdm 16n va chi phi rat cao [4], [6], [45], [55]. Do d6 viéc song hanh tim

mot phuong phéap can 1am sang dé ho tro chan doan 14 rat can thiét. Cac chat chi diém
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sinh hoc (biomarker) 13 mot hudng nghién ctru méi, gop phan trong chan doén, theo doi
dién tién va danh gi4 tién luong bénh [48], [145], [155].

Di c6 gan 60 chat chi diém sinh hoc duoc phat hién va nghién ctru trong nhoi
mau ndo cap. Cac chét chi diém sinh hoc nay nhu phan tir bam dinh té bao mach mau
1 - Vascular Cell Adhesion Molecule 1, mot seletin hoa tan thuéc nhém nhirng phan
tir globulin mién dich bam vao té bao thanh mach, c4c nghién ctru cho thiy néng do
chét nay ting cao trong 4 gid dau sau thiéu mau ndo. Hodc von Willebrand, mot chit
lién quan dong cam mAu, lién quan dén thanh lap huyét khdi, c6 ban chit 1a mot
protein. La yéu té hoat dong nhu chét tai cua yéu té VIII, duoc xem 13 chit chi diém
sinh hoc ctia dot quy ndo. Nong d6 vWF ciing ting ngay sau thiéu méau ndo. Hoic
protein ¢6 i luc hda hoc véi bach cau don nhan Monocyte chemotactic protein 1,
c6 xu hudng hut bach cau don nhan, c¢6 mat trong huyét thanh va dich nao tuy, hoat
luc tdng nhanh sau 24 gio Xuét hién triéu ching thiéu mau n3o. Hoac D-Dimer, mot
chat chi diém sinh hoc cua sy tiéu huy fibrin, thé hién hoat tinh sinh hoc cua
plasmin, ciing ting ngay trong gio dau khi thiéu mau ndo. Ngoai ra con nhiéu chat
chi diém sinh hoc khac da dwoc nghién ciru va ciing cho thay co lién quan dén nhoi
mau nio giai doan cap. Mic du vdy cho dén nay van chua c6 mot chat chi diém sinh
hoc don 1€ nao dugc thira nhan la dac trung cho chan doan nhdi mau nio cép ma chi
1a nhitng yéu t6 gop thém cho chan doan [104].

Mot hudng nghién ctru méi c6 nhiéu két qua htra hen hon d6 13 phéi hop nhiéu
chat chi diém sinh hoc thanh mot t6 hop. Két qua mot s6 nghién ciru nudc ngoai cho
thdy gia tri chan doan dwong tinh nhéi mau ndo voi do nhay va do dic hiéu rat cao.
Tham chi mét vai t6 hop con gitp chan doan duoc phan nhom cta nhdi mau ndo. Tuy
nhién d6 ciing chi 14 nhitng nghién ctru budc dau clia nudc ngoai, chua hoan toan duge su
dong thuan [32], [47], [131], [155].

O Viét Nam méi c6 mot vai nghién ciru vé 1 va 2 chat chi diém sinh hoc trong dot
quy néo, nhitng nghién ctru két hop nhiéu chat chi diém thanh mot t6 hop con rat han ché,
nhét 1a muc dich huéng vé chan doan va tién luong, dic biét trong giai doan nhdi mau nio
cap. Xuét phat tir Iy do trén chung t6i tién hanh thuc hién dé tai “Nghién ciru t6 hop chét
chi diém sinh hoc VWF, VCAM-1, MCP-1, D-Dimer trong chan doan va tién

lwgng nhoi mau nao cap”.



2. MUC TIEU NGHIEN CU'U CUA PE TAI

2.1. Pinh luong ndng d va xac dinh gia tri chan doan cua to hop 4 chat chi diém
sinh hoc vVWF, VCAM-1, MCP-1, D-Dimer ¢ bénh nhan nhdi mau nio cap.

2.2. Khao sat gia tri tién lwong va mdi twong quan giita ndng d6 vWE,
VCAM-1, MCP-1, D-Dimer huyét twong vé&i thang diém NIHSS va thang diém
Glasgow
3. Y NGHIA KHOA HQC VA THUC TIEN
3.1. Y nghia khoa hoc

- VWF, VCAM-1, MCP-1 va D-Dimer 1a nhitng chat chi diém sinh hoc ¢6 lién
quan dén ton thuong mach mau, dén hinh thanh huyét khdi, dén ton thuong té bao
n&o va lién quan dén qua trinh viém trong nhoi mau ndo cap. Ca 4 chat chi diém nay
déu dong vai tro vira 1 cac yéu td nguy co, bénh nguyén vira 1 cic chét ctia bénh
sinh va cling dong thoi 1a cac yéu td tién luong trong giai doan cp cta nhdi mau
ndo. Viéc dinh lugng duoc nong do cua to hop 4 chét chi diém sinh hoc nay sé giup
chan doan, va tién luong muc dd ning lac vao vién, tién lugng dién tién ning 1am
sang trong thoi gian theo ddi, ho tro cho cham soc, diéu tri kip thoi két qua hon.

- VWF, VCAM-1, MCP-1 va D-Dimer 1a nhimg chat chi diém sinh hoc hién
dién rat som trong pha cép ctia nhdi mau nio ngay ca khi hinh anh chup cat 16p vi
tinh chua thay t6n thuong. Do d6 viéc dinh lugng dugc ndng do cua to hop vWE,
VCAM-1, MCP-1, D-Dimer nay trong giai doan cap c6 thé gitp nang gia tri chan
doan chinh xac hon trong nhiing gio dau [131], [133], [155].

3.2. Y nghia thuec tién

- Két qua cta d¢é tai sé dong gop thém 1 to hop chat chi diém sinh hoc méi,
gop phan chian doan nhdi mau nio cap co do nhay va do dic hiéu cao.

- Su gia ting ndéng do huyét twong cua cac chat chi diém sinh hoc VWE,
VCAM-1, MCP-1 va D-Dimer trong giai doan cdp ctia nhdi mau nio s& 1a mot yéu
t6 du bao tién lwong mirc do niang lic vao vién va dién tién ning 1am sang trong qué
trinh theo déi diéu tri.

- Thong qua viéc tim hiéu mot sé mdi twong quan giita cac chat chi diém sinh
hoc cua t6 hop néi trén véi cac thang diém NIHSS va Glasgow s& gitip cong tac

chim soc, diéu tri va c6 huéng du phong tét hon cho bénh nhan.



4. PONG GOP CUA LUAN AN

- La nghién cru dau tién trong nude vé su két hop nhiéu chat chi diém sinh
hoc thanh mot t6 hop dé gdp phan chan doan va tién lugng & bénh nhan nhdi mau
n&o cép.

- Két qua nghién ctru dinh lwong duoc noéng do va xac dinh ngudng ting cd
gia tri chan doan cua t6 hop vWF, VCAM-1, MCP-1 va D-Dimer, c6 thé xay dung

mo hinh chin doan va md hinh du béo tién luong nhdi mau nio cap.



Chuong 1
TONG QUAN

1.1. NHOI MAU NAO
1.1.1. Pinh nghia va phan loai nhdi mau nio

Dinh nghia cia WHO 1989 v& tai bién mach mau ndo (TBMMN): “TBMMN
la sy x4y ra dot ngot cac thiéu sot chuc nang than kinh, thuong 1a khu tra hon 1a lan
toa, tOn tai qua 24 gio hodc gay tir vong trong 24 gid. Cac kham xét loai trir nguyén
nhan chan thuong so ndo” [17], [41].

Dinh nghia ¢6 dién chu yéu dya trén céc tiéu chi 1am sang ma chua bao gdbm
céc tién bd vé khoa hoc va cong nghé.

Dinh nghia m&i vé dot quy caa Hoi dot quy Hoa ky 2013:

Nhoi mau hé than kinh trung wong (Central nervous system infarction) dugc
dinh nghia 14 tinh trang chét té bao ndo, tiy song hodc vdng mac do thiéu mau, dua
trén giai phau bénh, chan doan hinh anh than kinh va/hoic cac bang chting 1am sang
ctia ton thuong vinh vién.

Nhoi mau hé than kinh trung wong bao gom:

- Dot quy thiéu mdu (ischemic stroke) dé chi nhitng trudng hop nhdi mau hé
than kinh trung wong c6 triéu ching

- Nhoi mdu ndo tham ling (silent infartion) dé chi nhiing trudng hop khong
phat hién tri¢u chirng lam sang.

- Con thiéu mau ndo cuc bd thoang qua 13 giai doan ngén rdi loan chirc ning
than kinh do thiéu mau ndo hodc vdng mac, vdi cac triéu chimg 1am sang thudng
kéo dai dudi 1 gio, va khong co bang ching nhoi méau ndo cap tinh.

Dot quy bao gom ca chdy mdu trong ndo (intracerebral hemorrhage) va chdy
mau dwoi nhén (subarachnoid hemorrhage).

Vé phuong dién 1am sang c6 ba loai nhdi mau nio thudng gap la:

- Nhoi méau ndo 16n va toan bd ban cau: Nhoi mau 16n thudng xay ra khi 6
nhdi mau ndo trén 75% dién tich cua khu vuc cép mau cua dong mach ndo giira,
dong mach ndo gitta kém dong mach ndo trudc hoac toan bo ba khu vuc dong mach
phdi hop v6i nhau bao gdm dong mach nio giita, dong mach ndo trude va dong

mach nao sau.



- Nho6i mau ndo 6 khuyét: La nhoi mau ndo kich thudc nho, voi duong kinh
du6i 1,5 cm. Vi tri thuong gip 12 & ving ndo duge cidp mau boi cic nhanh xuyén
cAp méu cho cac ving siu cua nio.

- Nho6i mau ndo ving giao thay hodc nhdi méu ndo ving giap ranh 1a tén thuong
nao ¢ nhitng vung cép mau chung cia cac nhanh tan ctia h¢ dong mach ndo. Co ché
ctia loai nhdi mau nay thudng 13 do cung cip mau luu lugng thap, [4], [13], [118].

Bang 1.1 Cac phian nhém ciia nhdi mau nio va nguyén nhin [40]

- Tac mach do bénh van tim: Thap tim, hep DM chi xo héa, sau phau
thuat tim, van tim nhan tao, viém ndi tim mac nhiém khuén.
- Huyét khoi hodc khoi u tai tim: Huyét khéi nhi trai, huyét khoi that

Nhéi méu L. A , . . X A . A ~
trai, nho61 mau co tim, suy tim sung huyét, bénh co tim, u nhay nhi.

ndo do bénh 2. o L o . )
- R61 loan nhip tim: Rung nhi, cuéng nhi, hoi chimg nit xoang bénh

1y tim mach 1y, cac réi loan nhip khéc.
- Huyét khoi tinh mach hé thong véi shunt phai - trai: suy véch lién
nhi, lién that, thuyén tic tinh mach phéi, di dang dong tinh mach phéi.
- Vita x0: dong mach canh doan ¢, cung dong mach chu, cac dong
mach 16n no1 so.

NMN do - Loan san xo co: doan dong mach canh trong trén chd chia doi.

cac bénh - Béc tach dong mach canh: Do chan thuong, tu phat, gy ra do

mach mau loan san xo co, boc tdch dong mach chu.

16n - Bénh Takayashu.

- Nguyén nhan khac: Co that mach (ban dau théng), bénh
Moyamoya, bénh Homocystein ni¢u, bénh Fabry.

- Viém dong mach do nhiém tring: Do vi khuan, ndm, viém mang
nao do lao, cac bénh gy viém hé than kinh trung vwong khac nhu
NMN do giang mai, s6t rét, bénh Lyme, bénh Ricketsia, bénh Aspergillose,

bénh 1y Herpes, Zoster, viém mang néo lao.
mach mau - Viém mach khong nhiém tring: Luput ban d6 hé théng, viém da dong
nho mach, viém mach dang hat, viém dong mach thai duong do ma tiy bao

gdm cocaine, heroin, amphetamine, phencyclidine, bénh viém dong
mach lan téa, bénh Wegener, bénh Sarcoidosis va bénh Behcet.

Bénh da hong cau, da ti€u cau, Leucemi, ban xuat huyét do giam

NMN do N .

e bénh ¢ ti€u cau, dong mau rai rac long mach, hoi chung khang thé khang
cac bén .

< Y phospholipid, suy protein C, protein S, suy yéu t6 khang thrombin
v€ mau

Il va V Leiden, taing Homocystein mau.
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- Phan loai theo giai doan [17]

- NMN cép : Tuan dau sau khoi bénh
- NMN ban cip : Tuan tht 2 d&én tuan thi 4
- NMN man : Sau tuan thir 4

1.1.2. Vai tro ciia hinh anh hoc trong chan doan xac dinh nhdi mau nio

Vai tro ctia chup ndo cit 16p vi tinh (CNCLVT) trong TBMMN rat quan trong,
CNCLVT gitp chan doan nhanh, chinh xac va an toan cho bénh nhan TBMMN.

- CNCLVT xac dinh dugc mirc d6 ton thuong, phat hién duoc thé XHN hay
thé NMN.

- CNCLVT c6 thé phat hién hinh dnh bt thuong trong nhiing gio dau sau khi
bi nhdi méu ndo (tuy nhién ciing c6 mot sd trudng hop khong phat hién dugc). Pam
do cua hinh anh CNCLVT phu thudc vao ty trong cua nhu moé nao. DPdi v&i nhoi
méu ndo thi thiy ving giam ty trong khoang 20-30 Hounsfield (HU).

Hién tugng thiéu mau gy phu té bao ndo va lam ting lugng nude chira trong
mo va giam dam do. Chi can thay d6i 1% luong nudc trong nhu mé thi hinh anh
CNCLVT s& thay doi tir 2,5 dén 2,6 don vi HU. Mit thudng c6 thé nhan thiy su
thay d6i 1 Hounsfield nén c6 thé nhan thay dugc ton thuong. Hién tuong giam dam
dd xuét hién va tang dan theo thoi gian thiéu mau ndo. Su giam dam do thay doi tuy
theo ving ton thuong va do nang ciia tinh trang thiéu mau.

Khi lru lugng mau < 9ml / 100 gram ndo / phut thi d c6 ddu hiéu hoai tir ciia
nhu mé néo va c6 hién twong phi ndo va lic nay hinh dnh cia CNCLVT c6 thay dbi
v6i biéu hién giam dam d6. Cac ving chung quanh ving hoai tir 13 ving thiéu mau

nhung con ¢6 kha nang hoi phuc.

=
—

Hinh 1.1 Hinh anh CNCLVT cia NMN [55]
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- Chup Magnetic Resonance Imaging (MRI) dugc danh gia c6 kha nang phat
hién 6 thiéu méau sém hon chup cit 16p vi tinh va nhay hon trong phat hién chay
mau kin d4o trong viing nhéi mau. Nhoi mau nio cép thuong ddng tin hiéu trén T1
(T1 Spin Echo), tang tin hiéu trén T2 ((T2 Spin Echo), & khu vuc dudi vo va mat
phan biét tay-vo.

- Giai doan cap thuong c6 hinh giam tin hiéu trén anh T1 (t6i), tang tin hi¢u
trén anh T2 (sang).

- Giai doan man tinh, 6 nhiin ndo c6 tin hiéu cua dich giéng nhu giai doan ban
cAp nhung cuong do tin hiéu gidm manh hon trén T1 va ting manh hon trén T2
[45], [70], [137].

- Chup cong huong tir khuéch tan

Trong giai doan khuéch tan rat sém ctia nhoi mau, té bao bi phu do ngd doc té
bao, t& bao phinh to ra 1am thu hep khoang ngoai mang té bao do d6 1am giam di
chuyén ctia cac phan tir nudc ty do (giam khuéch tan), trén hinh anh cong huong ti,
khuéch tan s& thay ving ting tin hiéu (sang). Tinh trang khuéch tan nude ¢ thé duge
dinh luong dé tao ban d0 thé hién hé s khuéch tan ADC (Apparent Diffusion
Coefficient map). Trén anh ADC vung giam chuyén dong cua cac phan tir nude tu do
¢6 tin hiéu giam hon (t6i) so v&i nhu mo nao lanh. ADC s& thay doi theo thoi gian vi
su hoai tir t& bao trong ving thuong ton ciing thay doi theo thoi gian. ADC s& trg vé
binh thuong tai thoi diém 10 ngay sau khoi phat. Do d6, ban d6 ADC ludn di kém véi
anh khuéch tan nham phan biét ving nhoi mau cap hay man [13], [17], [137].

1.1.3. Co ché bénh sinh ciia nhdi mau nio

Thiéu mau cuc bo ndo khi mot mach méau néo bi tic gay hoai trt mdé nao vung
tudi mau twong ung. Nguyén nhan chinh 13 vita xo mach mau nio, huyét ap ting
cao & nguoi gia va bénh tim nguoi tré nhu bénh van tim giai doan suy tim, rung
nhi...Co ché tic mach do vira xo mach (nguyén nhan chinh do thiéu mau cuc bd
ndo) co 3 loai:

- Co ché huyét dong do mach 16n ngoai ndo (PM canh - DM dét séng) bi hep
can tré mau 1én ndo, tuy nhién phai hep trén 70 - 80% thi méi cé dau hiéu 1am sang.
Do mach mau 16n bi hep tic nén mau khong dén dugc cac nhanh nho gay nén hién

tuong giam luu luong mau cung cap cho t6 chire nao.
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C6 mét sb trudng hop mach mau 16n khong hep nhung do ting luu

luong ¢ cac dong mach 16n s& dan dén giam ap luc mau dén cac nhanh dong
mach xuyén gay nén nhdi mau nio. Hién tuong nay goi 1a nguyén 1y Bernouilli.

- Co ché tic mach hoan toan do huyét khdi: Huyét khdi mach ndo cip bat dau
bang sy bang troc phan nip ctia mang vita xo 1am pha v& bé mat 16p ndi mac dong
mach, sau d6 13 ting tiét cac yéu t& mo thuc ddy phat trién mot cuc mau dong gy
nén tic mach tai chd va lép mach thtr phat theo co ché mach dén mach. Ciing co thé
cuc tic khong bong ra, cir 16n dan 1én phia trén va lap mach di vao ndo, d6 1 co ché
r dong va c6 thé phiu thuat mach canh iy cuc tic dé phong bénh [56], [139].

- Co ché mach dén mach hay gip trong vita xo mach & cac mach 16n ving co.
Pau tién cac tiéu cau bam vao chd vita xo, dudi ap luc cia dong mau, cyc tiéu cau
bong ra trdi 1én ndo va gay ra tic & chd mach nio c6 dudng kinh bé hon cuyc tiéu cau,

Tuy nhién cac tiéu cau von c6 do dinh khong chic nén ty né sé tan di giai phong
chd tic va bénh nhan khoi trong vong vai phut dén khong qua 24 gio va khong c6 biéu
hién t6n thuong trén hinh anh vi thé goi 1 thiéu mau cuc bd ndo thoang qua. Thiéu
mau cuc bd ndo thoang qua cd y nghia bio dong vi s& xdy ra tai bién hinh thanh & mot
thoi diém bat ky, phai dit van dé giai quyét som vira xo. Thiéu mau cuc bd ndo thoang
qua chiém 30% trong tién str bénh nhan mac TBMMN. O giai doan sau c¢6 thém hong
cau voi soi to huyét bam vao nén cuc tic ¢ do két dinh cao khong tir tan va 1Gc ny
thiéu méau cyc bo ndo hinh thanh [139], [141].

Nhiéu thé 1am sang thiéu mau cuc bd nio tuy thugc mach bi tac da duoc mé ta
nhu tic dong mach canh trong, tac hé th6ng DM céanh - DM dét séng, hoi ching tic
dong mach ndo gilra, ndo trudc, nao sau...Cac hoi chiing nay bao gém cac dau hiéu
than kinh c6 dién, than kinh cao cép phirc tap.

Mot thé 1am sang hay gip ¢ nguoi ting huyét ap 1a hoi chung 16 khuyét nio
chiém 25% céc thiéu mau cuc bd ndo do tdn thuong cdc mach ndo duong kinh nhé
0,2 mm rai rac nhiéu vi tri thay rd trén chup cong hudng tir.

Nguyén nhan cua hoi ching 16 khuyét ndo 1a do bong ming vita xo & cac
dong mach 16n 1am tic cic nhanh sdu va cac nhanh tin gy nén nh6i mau nio 18

khuyét voi cac 6 nhdi mau kich thude nhé 1,5 mm. Thé nay hay tai phat, cac di
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chtng luc dau it nhung tich liy sau nhiéu dot tai phat dan dén sa sut tri tué do mach
mau vi vay can diéu tri du phong va néu c6 sa st trf tué thi phai tich cuc diéu tri.

Trong cac loai sa sut tri tu¢ chi co6 sa sut tri tu¢ do mach mau 1a co thé diéu tri
c6 két qua [4], [40], [78], [139], [141].

- Co ché 14p mach: Do cuc huyét khdi c6 ngudn gdc tir tim, gap trong nhiing
bénh ly vé tim nhu rung nhi, thiéu méu co tim, viém ndi tim mac nhiém khuén.

- Co ché co mach: Lam can trd luu thong mau, xuét hién khi long mach hep
trén 50% & phim chup dong mach ndo. Gip trong cac truong hop co mach sau xuat
huyét duéi nhén hodc co mach hodi phuc nguyén nhan khong rd sau ban dau thong,
sau san giat va sau tut hay ting huyét ap qua mirc [17], [76]..

1.1.4. Cac yéu to nguy co nhdi mau nio
1.1.4.1. Nhém khong thay déi dwoc

- Tudi: Tubi cang 16n thi bénh cang tang, tir suat cang cao va ngay cé tai phat
bénh ciing nhiéu hon [160]. Khong chi 1én tudi, ma ngay nay ca tudi tré va trung
nién ty 1€ bi TBMMN ciing tang dan, trude hét 1a do vira xo dong mach, mot bénh
Iy twong d6i phd bién, day 1a mot trong nhitng nguyén nhan chinh gay bénh [136].

- Gi6i: Gi6i tinh ¢6 lién quan dén tan suat bi bénh. Cac nghién ciru da cho thay
gidi nam bi bénh cao hon giéi nir tir 1,5 dén 2 lan.

- Chung toc: Cac chung toc khac nhau c6 nguy co tai bién khac nhau. Nguoi
My gbc Phi c6 tan suat dot quy cao gap 2,3 1an so v6i ngudi da trang [115].

- Yéu tb gia dinh:

+ Di truyén: Tién st gia dinh c6 cing cac yéu td nguy co (YTNC), 16i song
nhu nhau cé tan suat bénh gan tuong duwong nhau. Tuy c6 it nhiing cong trinh
nghién ctru trén nhimg cip song sinh, nhung két qua that dang ngac nhién, ty 1¢
cung bi tai bién mach mau ndo 13 3,6% & song sinh di hop tir va ting dén 17,7% &
song sinh dong hop tu.

+ Tién sur gia dinh: C6 thé coi tudi, gidi, chung tdc, tién st gia dinh 13 nhiing
yéu t6 nhan dang kh4 quan trong mic du khong thé nao thay doi duoc nhung nd s&
gitip cho chung ta tim soat tich cuc hon cac yéu t6 nguy co khéc, dé co thai do khac

ché bu trir [9], [18].
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1.1.4.2. Nhém c6 thé thay doi dwge

- Tang huyét ap: Tang huyét ap (THA) duoc xem 1 YTNC hang dau trong co
ché bénh sinh cua tai bién mach mau ndo. THA lau dai gy t6n thuong thanh mach,
hinh thanh céc mang vira xo, tao huyét khdi tic mach, tao cac phinh mach nho trong
ndo dé gay trang thai nhdi mau 16 khuyét, xuat huyét ndo va cac réi loan khac [2],
[19], [20], [115].

- Céc bénh Iy tim nhu hep van 2 14, rung nhi, 13 YTINC quan trong gy tai bién
mach mau ndo thé nhdi mau & cac nuéc dang phat trién [115].

- Rdi loan lipid mau: Tang lipid mau thong qua vita xo dong mach lam ting
cac nguy co vé bénh 1y tim cling nhu TBMMN. Giam lipid méau dudi 160 mmg/dl
cling c6 lién quan dén gia ting nguy co xuat huyét ndo nhat 1a khi két hop véi THA
tam truong [64], [78], [115].

- Khang insulin: Nhiéu cong trinh nghién ciru da xac dinh c6 tinh trang khang
insulin va cudng insulin trong bénh TBMMN véi nhitng co ché tac dong truc tiép
hay gian tiép khac nhau dic biét trong nhdi mau nio [77], [88].

- Béo phi: Nhat 12 béo phi trung tdim 1& mot YTNC khong truc tiép gay
TBMMN ma c6 18 théng qua cac bénh 1y tim mach. Cho du nhiéu nghién ctru chua
d6ng thuan nhung déu cho thiy 1a nguy co dot quy ctia nhdém BMI cao van nhiéu
hon nhém c6 BMI thap [78], [84], [115].

- Pai thao duong: O cac nudec Au Chau va Bic My, noi dugce nghién ciru
nhiéu nhat vé dai thao dudng, di ching minh dai thao duong 1 yéu t6 nguy co cia
TBMMN [115].

- Nghién thudc 1a: Gan 25% nhitng bénh nhan TBMMN c6 lién quan truc tiép
dén hut thude 1, 1am gia tang doc 1ap ty 16 TBMMN gép 3 1an. Yéu t6 nguy co nay
phu thude vao sb lugng thude 14 duoc hut, anh huong dén tit ca cac thé TBMMN,
nang nhat 1a chay mau dudi nhén va nhéi mau ndo do nguyén nhan vita xo va huyét
khéi dong mach [115], [129], [156].

- Nghién ruou: C6 bang ching thuyét phuc rang dung thinh thoang hay ding
thudng xuyén ruou, s& 13 yéu t6 nguy co TBMMN. Lam dung rugu s& lam ting két
tap tiéu cau, ting dong mau, ting muc triglycerid, ting con rung nhi kich phat va
gia tang nguy co TBMMN [46], [50], [99], [100], [156].
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- Udng thudc ngtra thai: Thudc tranh thai c6 thé 1a nguyén nhan gay tic mach
huyét khéi hé thdng, c6 thé giy NMN va huyét khéi tinh mach ndo ¢ phu nit trong
do tudi sinh de.

- It hoat dong thé lyc: Nhiéu nghién ctru dd chimg minh rang it vin dong thé
lyc Iam tang nguy co TBMMN [105].

- Tang acid uric mau: Nhiéu nghién ctru cho thay khi tang acid uric méau lén
dén 7 mg% thi nguy co TBMMN do vita xo dong mach ting 1én gap doi.

- Mot s6 yéu té khac nhu: Ting fibrinogen, ting homocystein, ting ngung tap
tiéu cau, hoat hoa glycoprotein IIb/Illa. Cac yéu té ndy c6 lién quan dén bat thudng
vé gen va ciling 13 nhitng YTNC caa TBMMN [79], [157].

- Con thiéu méu nio thoang qua: O bénh nhan cé con thiéu mau ndo thong
qua 5% c6 thé bi TBMMN trong vong 1 thang [115], [139].

1.1.5. Phac dd xir tri sém nhdi mau n&o trong 24 - 48 gio dau
- Pudng thd va thong khi: Can ctru vao tinh hinh ho hap cta bénh nhan
+ DPat nd1 khi quan & cac bénh nhan phu ndo sém hoac hon mé (diém
Glasgow < 8 diém).
+ Thé oxy qua sonde miii 3 lit/phut.
+ Bénh nhan dugc theo ddi bang oxy mét ké ngén tay, muc tiéu dat 1a SaO,
>92%.

- Tu thé:

+ Nam tu thé dudi hoan toan, dau théng truc cot séng va trén cung mat
duong thang.

- Bu dich:

+ Dung dich natrichlorid 0,9% x 2000 ml / 24 gi%, khong dung loi tiéu trong

24 gio dau.

- Piéu tri giam than nhiét:

+Acetaminophen 500 mg x 3-4 vién / 24 gid néu bénh nhén c6 sot.

- Huyét ap: Chi diéu tri khi HATT > 220 mmHg hodc HATTr > 120 mmHg.
Muc tiéu dat dugc HA trung binh 12 > 110 mmHg dén < 130 mmHg. Nicardipin
(Loxen) truyén qua bom tiém dién 5 mg / gio, ting 2.5 mg / gid mdi 20 phit. Khi
HA giam 25% duy tri 3 mg / gio [19], [106].
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- Chéng phu nio:
+ Manitol 20% truyén tinh mach 1g / kg néu c6 phu nio.
- Diéu tri dic hiéu:

+ Thudc tiéu soi huyét duong tinh mach: Cho bénh nhan d6t quy thiéu mau
ndo trong vong 3-4,5 gio sau khoi phat, c6 khiém khuyét than kinh dang ké, khong
qua nhe ciing khong qua ning (NIHSS tir 5-25 diém), khong c6 xuat huyét va khong
¢6 cac chdng chi dinh khac. Actilyse liéu 0.6-0.9 mg/kg, t6i da 90 mg, liéu dau 10%
bolus tinh mach, con lai (tinh mach) trong 60 phut.

(Hién tai co s& chung t6i chua trién khai duoc diéu tri NMN bang thude tiéu
soi huyét duong tinh mach) [2], [35].
- Chéng két tap tiéu cau:

+ Aspirin 325 mg / 24 gio trong 24- 48 gid dau.

- Piéu tri chéng dong chi xem xét khi bénh nhan NMN lép mach duoc xac
dinh do tim.
- Nuo6i dudng:

+ Pit bng thong da day nudi dudng som néu bénh nhén ¢6 rdi loan nudt [1],

[4], [6], [8], [92], [103], [119].
1.2. CHAT CHI PIEM SINH HQC TRONG NHOI MAU NAO
1.2.1. Khai niém chat chi diém sinh hoc

Chat chi diém sinh hoc (CCDSH) 1a chét c6 dic diém do ludng va danh gia
duoc mot cach khach quan, 1a mot yéu t chi diém ciia mét tién trinh sinh 1y hay bénh
1y. Vi du nhu ting lactate sau gang sirc, ting glucose mau trong bénh 1y dai thdo
dudng, ting men tim trong nhdi mau co tim...vv.

Bit ky mot ton thuong nao & t& bao, & DNA, & RNA qua qua trinh chuyén hoa
hoic ton thuong & mitc do protein déu c6 thé tao ra cac chét chi diém sinh hoc phan t.

Trong ky nguyén cua sinh hoc phén tir, cic CCDSH dugc biét dén ngay cang
nhiéu va co6 thé duoc phan chia 1am ba nhém 16n [28], [32], [77], [155]:

- Cac CCPSH cua tién trinh bénh ly twong quan véi cac danh gia 1am sang.

- C4c CCPSH danh gié tac dung cia mot thude diéu tri.

- Cac CCDBSH trong cac thir nghiém 1am sang.
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C6 rat nhiéu cach dé phan loai cac CCDSH. Chiing c6 thé don gian 1a mot san
pham chuyén hoa vi du nhu glucose, lipid. Bon gian nhit Ia cac peptide va protein
nhu insulin, hemoglobin A va C, prostate specific antigen (PSA) va C-reactive
protein (CRP). Cac chat chi diém sinh hoc phirc tap hon 1a céc té bao nhu tiéu cau
hoic cac té bao T va céc tu khang thé.

Mot CCDSH ¢6 thé c6 ngudn goc 1a mot chit chi diém gen hoic 1a mot
protein hay 12 ¢6 ngudn gdc tir proteomic. Ching ciing c6 thé Ia chat chi diém
DNA, chat chi diém RNA hoic 1a3 mot san pham cua qué trinh chuyén gen. CCDSH
c6 thé di ra tir té bao hoic than té bao hoic ciing c6 thé 1a cac tu khang thé trong cac
bénh ty mién [32].

CCPSH nhoi mau ndo c¢6 tiém ning dé thay doi va xic tién viéc chan doan
phan biét va du doan NMN, dic biét 1a trong truong hop kho, khi ma hinh anh hoc
than kinh so ndo binh thudng hodc khong rd rang. Tuy vay mot so6 CCDSH ciing
kho phat hién do su phat tin cham ciia cac protein than kinh dém va than kinh qua
hang rao mach mau nao sau nhoi mau [60], [93].

Ngoai ra, tri¢u chiing cua thiéu mau cuc bd ndo co thé khong dic hi¢u dé chan
doén, va lai co mot loat “céc tai bién mach mau ndo bat chudce” 1am nham 13n véi
tai bién mach mau néo that sy [76].

CCDSH ly tudng 1a chat co diac diém gitip chan doan bénh véi d6 dic hidu va
d6 nhay cao. Pén thoi diém nay da co6 gan 60 CCDSH duoc phat hién va nghién
ctru trong bénh NMN cép.

Cac CCDBbSH nay co thé 1a mot protein tiét ra do ton thuong té bao ndo, mot
protein tién viém, mot san pham cua qué trinh ly giai co chit ngoai bao tham chi Ia
mot CCDSH cua r6i loan dong cam mau trong NMN cip.

C6 nhiéu nghién ctru trén khap thé gidi vé cac CCDSH nay. Mic du cho dén
nay, chua c6 mot CCDSH nao dic trung cho chan doan NMN cép nhung nhiéu
nghién ctru phdi hop nhiéu CCDSH cho thiy gia tri chan doan duong tinh NMN véi
do nhay va d6 dac hi¢u rat cao. Tham chi khi phéi hop nhiéu CCBSH con giip chan
doan phan nhom ciia NMN va ddy 1a huéng nghién ctru dang duoc tién hanh nham

tim nhiing t6 hop c6 gia tri chan doan tdt nhét.
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Bang 1.2 Cac chit chi diém sinh hoc ciia dot quy [77], [82], [88], [89], [95]

Céc khang thé

Khang thé khang phospholipid

Khang thé Phosphatidylethanolamine

B-type neurotrophic growth factor (Yéu té ting trudng than kinh typ B)

Khang thé lién quan dén ton

thuong va thoai héa nao bo

C-Tau

Céc chét chi diém sinh hoc cua
doc tinh kich thich

Thu thé NMDA

Céc chat chi di€m sinh hoc cuia céc stress oxy hoa

Céc chat chi diém sinh hoc cua
qua trinh viém

CRP

Céc interleukin: IL-1 va IL-6

Phan tir két dinh té bao 1

Lipoprotein-associated phospholipase A2

Matrixmetallo proteinase-9

Amyloid A huyét thanh

TNF-alpha

Céc chét chi diém sinh hoc cua
do6t quy do huyét khdi ngudn

gdc tir tim

Nong do BNP huyét thanh

Qua trinh giai ma gene sau thiéu mau nio

Cac chat chi diém sinh hoc té
bao than kinh dém cua dot quy

S100B

Khang thé khang phosphatidylethanolamine

Yéu t6 tang truong dinh dudng than kinh type B

Céc chét chi diém sinh hoc cua su ton thuong va thoai hoa than kinh

Protein GFAP (Glial fibrillary acidic protein)

Protein shock nhiét

Homocysteine

Protein hoa tmg dong bach cau mono 1 (Monocyte chemotactic protein-1 MCP-1)

Céc chat chi diém sinh hoc lién quan dén
hoa hoc than kinh cua thiéu mau ndo

Nong d6 lactate trong ndo bo ting 1én

Nong do N-Acetyl aspartate trong
ndo bo giam xudng

Nucleosomes

Nucleoside diphosphatekinaseA

Park7

Visinen-like protein1(VLP-1)
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1.2.2. Mt s6 CCPSH duwgc nghién ciru nhiéu trong NMN
1.2.2.1. BNP (Brain Natriuretic Peptide)

BNP 13 mot CCPSH cua dot quy do huyét khdi ¢6 ngudn gdc tir tim, c6 mdi
lién quan tuyén tinh v6i rung nhi, suy tim, suy than man, va dudng kinh nhi trai mot
cach doc lap. Thém vao do, rung nhi, hé valve 2 14, néng do huyét tuong cua BNP
va duong kinh nhi trai 13 cac yéu té du doan doc 1ap c6 ¥ nghia théng ké cua dot
quy do huyét khéi tir tim trong nhiéu phan tich da bién. Do d6, dot quy do huyét
khéi c6 ngudn gbe tir tim co thé duoc du doan kha chic chin véi rung nhi va nong
d6 huyét twong BNP va c6 thé trd thanh mot chat chi diém sinh hoc thay thé trong
truong hop dot quy do huyét khdi co ngudn gde tir tim [94].

Tac gia Montaner trong mot nghién ctru két hop hai CCDSH la BNP va D-Dimer
dé chan doan NMN do 14p mach tir tim cho thdy BNP va D-Dimer ting rat cao trong
nhém bénh nhan NMN do nguyén nhan tim mach va tac gia ciing ghi nhan gia tri chan
doan duong tinh cao khi phdi hop ca hai yéu t6 v6i d6 nhay va do dic hiéu lan luot 1a
66,5% va 91,3% [113].
1.2.2.2. Phén tir két dinh té bao 1 (ICAM1)

Phén tir két dinh té bao 1 (ICAM1) 13 mot CCDSH cua dot quy do thiéu mau.
Céc phan tir két dinh dong nhiing vai trd quan trong trong sinh bénh hoc cua dot
quy cap tinh. Nong do huyét thanh cua nhitng phan tir két dinh té bao (sSICAM-1),
phan tir két dinh té bao mach mau hoa tan (sVCAM-1) va E-selectin trong huyét
thanh d3 dugc nghién cru danh gia mdi lién hé cua chung véi nhitng thuong ton vé
than kinh trong dot quy do thiéu mau. Nong d6 huyét thanh cta cac SICAM-1 tai
thoi diém nhap vién cua cac bénh nhin dot quy cao hon dang ké so v6i nhiing ca
thé khoe manh. Khi so sanh véi nhitng bénh nhan khong bi r6i loan than kinh,
nhirng bénh nhan c6 rdi loan than kinh thi nong d6 sSICAM-1 cao hon, nhung noéng
d6 sVCAM-1 va sE-selectin thi binh thuong. Trong nhitng phan tich héi quy
logistic da bién, n6ng do huyét thanh ctia SICAM-1 tai thoi diém nhép vién co mbi
lién quan dén nhirng r6i loan than kinh cua dot quy. fo)ng do cua sSICAM-1 duoc
xem la mot chat chi diém sinh hoc cta nhitng ton thuong than kinh trong dot quy
do thiéu mau [142].
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1.2.2.3. Lp-PLA2 va CRP

Lp-PLA2 va CRP la nhitng CCBSH cua d6t quy Lipoprotein-associated
phospholipase A2 (Lp-PLA2), con duoc goi 1a yéu t kich hoat tiéu cau
acetylhydrolase, 1a mdt phan tir protein c6 trong lugng 50kDa.

Lp-PLA2 1a mét calcium serine lipase doc 1ap, lién két véi ca hai lipoprotein ty
trong thip (LDL) va mot mirc d6 thap hon lipoprotein ty trong cao (HDL) trong huyét
twrong va huyét thanh nguoi. Lp-PLA2 duogc san xuat boi cac dai thuc bao va cac té bao
viém khéc va c6 ndng do rat cao trong cac ton thuong vita xo dong mach [155].

Lp-PLA2 Ia m{t enzym tién viém dic hiéu vé mach mau, enzyme Lp-PLA2
cO hoat dong sinh 1y trong ndi mac dong mach, Lp-PLA2 dinh vi trong mang bam
vita xo dong mach. Nong do cao ciia Lp-PLA2 dugc tim thy trong mang bam dé bi
v& va Lp-PLA2 duoc phong thich tir cdc mang bam nay di vao tudn hoan.

Sy tich lily Lp-PLA2 trong cic mang vita xo gdy nén su khong on dinh cua
cac mang vira xo, din dén bong mang vita xo vé sau ciing nhu hinh thanh céc cuc
nghén mach [155].

Céc nghién ctru 1am sang cho thdy Lp-PLA?2 lién quan dén sy gia ting nguy co
bénh NMN, bénh tim do dong mach vanh. C6 nhiéu nghién ctru dich té hoc cung cép
bang chimg vé mdi lién quan giita Lp-PLA2 v6i nguy co TBMMN va bénh tim
mach. Mtc d6 ting Lp-PLA2 huyét thanh cho thdy tinh trang bong méang vita, 13 yéu
t6 nguy co tién lwong doc 1ap manh mé ctia cac bénh 1y tim mach bao gdm: Nhoi mau
co tim, TBMMN va bénh dong mach vanh. Mirc d6 ting Lp-PLA2 ciing 13 yéu td
tién luong doc lap vé mit théng ké so véi cac yéu tb nguy co kinh dién khac nhu
CRP va fibrinogen, 1& nhiing chét chi diém cho tinh trang viém hé thong [139].

CRP 1a mot protein lién quan dén phan ang viém trong pha cip. N6 duoc san
Xuat & gan nho su kich thich cua IL-6, CRP gan vao rat nhiéu céc phdi tir hoa tan va
hoat héa con duong bé thé ¢ dién. Nhitng nghién ciru gan day hon ciing da cung ¢b
gia thuyét rang CRP c6 thé gay ra nhimg thuong ton truc tiép 1én hang rao mau nao.
Do vai tro cta qua trinh viém trong vira xo dong mach, mét sy ting nhe ndng do
CRP ciing c¢6 mdi twong quan dén su tang nguy co dot quy ¢ nhitng nghién ciu trén

cong déng quy mé 16n, doc 1ap véi cac yéu td nguy co tim mach truyén théng khéc.
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Ciing nhu truong hop cua nhiéu chit chi diém sinh hoc vé viém khac, ndng d6 CRP
cling c¢6 mbi twong quan dén thé tich 6 nhdi mau, mic d6 nang cua dot quy va két
qua diéu tri dai han. Nong do cia CRP va nhiing chét chi diém cua pha cap khac
nhu téc d6 ling mau, van tiép tuc ting 1én t6i 3 thang sau dot quy. Nong do CRP
cao hon dugc xac dinh trong ngay dau tién cua thiéu méau ndo thoang qua hoic dot
quy va 3 thang sau thi déu c6 méi lién quan dén sy ting nguy co dot quy tai dién
sau dot quy lan dau [5], [110], [135].

1.2.2.4. Protein S100

Nim 1965 Moore d3 phan 1ap S100 tir mot hdn hop khong thé phan cét ciia ndo
bo. S100 duogc nghi chira protein ddc hi¢u cho hé than kinh. Protein nhé nay dugc goi
12 S100 vi thanh phan duoc hoa loing & dung dich amoniac sulfate bdo hoa 100% tai
pH trung tinh. Ho S100 c6 khoang 16 thanh vién dya trén sy tuong dong chudi acid
amin va c6 dic tinh cau triic twong ty. S100 13 mdt calcium acid gan protein (trong
luong phan tir 21 KDa) duoc tim thdy ndng do cao trong té bao than kinh dém va té
bao schwann. N¢ ton tai & nhitng dang khac nhau phu thudc vao don vi alpha va
beta. Loai beta rat dic hiéu cho té bao ndo.

Pon vi Beta-beta c6 mat ¢ trong té bao than kinh dém va té bao sao, loai
alpha-beta chi c6 trong té bao than kinh dém nhung khong c6 trong té bao hinh sao,
trong khi loai alpha-alpha c6 trong soi co, tim va than.

Trong dot quy do thiéu méau, ndng do huyét thanh cua S100p dat duoc nong do
t6i da vao ngay tht 2 - 4, va ndng d6 dinh co lién quan dén chi sé NIHSS, thé tich 6
nhdi mau va bénh canh 1am sang trong ca 2 truong hop nhdi mau va xut huyét dudi
nhén. C6 I& vi n6 ¢6 mbi lién quan dén kich thude 6 nhdi mau, khi c6 mot néng do
S100B cao hon thi ciing s& c6 mot nguy co cao hon bi xuat huyét ndo sau diéu tri.

Nong do S100p ciing dugc phat hién 13 ting trong dot quy do xuat huyét nio
tién phat, lién quan dén thé tich khéi mau tu ban dau va giup du doan dugc bénh
canh 1am sang xau hon véi ty 1é tan tat cao hon. Nong do S100p khong nhat thiét 1a
s& ting 1én nhanh chong. Vi du nhu trong mot nghién ctiru cho thdy néng d6 S100B
chi c6 d6 nhay 1a 32% trong cac truong hop dot quy do thiéu mau cap tinh tai thoi

di€ém nhap vién.
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Viéc danh gia vai tro caa S100B huyét thanh phirc tap vi S100B ciing dugc tim
thdy trong nhiing dang té bao khac bén canh té bao hinh sao va té bao Schwann va
mot ndng d6 cao hon ciing duoc tim thiy trong nhiéu bdi canh 1am sang khac.

Vi¢e dinh luong S100p cling hitu ich trong viéc xtr tri nhitng bénh nhan bi xuét
huyét dudi nhén. Nong d6 S100B trong méu cé lién quan téi mic do ning trén 1am
sang. Hon nita, ndng d6 S100p trong mau va trong dich nio tuy ciing c6 mét gia tri
tién luong & nhitng bénh nhan xuét huyét duéi nhén.

Nong d6 > 0.4 mcg/L thi tién luong rat xau. S100B cling c6 thé giup ich trong
chan doan nhiing bién chtng thir phat nhu ting ap luc ndi so va nhdi mau nio nhung
khong c6 ich trong chan doan tinh trang co mach. Nong d6 S100B trong mau va trong
dich ndo tay co6 thé giup phan loai dugc nhiing bénh nhin nao co tién luong tét va
nhitng bénh nhan ndo c6 tién luong xau, nhung ndng do trong dich néo tiy thi do chinh
xac khong bang nong do trong mau. Vi thé, khi danh gia S100pB chi can ldy mau 1a du
dé danh gi4 tién luong ciing nhu phat hién cac bién chung thr phét [58], [[60], 155].
1.2.2.5. NSE (Neuron-specific enolase)

NSE la mgt enzyme phan huy duong cé trong lugng phan tr khoang 80 kD,
gdm ¢ 3 tiéu don vi khac nhau o, p va y. Tiéu don vi o cua enolase co & trong
nhiéu loai mé cua dong vat c6 vu, trong khi do tiéu don vi B dugc tim théy O trong
co tim va soi co van. Dang dong phan enolase a y va y y ma duogc biét dén nhu 12
enolase dic hiéu than kinh hoic y-enolase, co thé phat hién dau tién & té bao noi tiét
than kinh, t& bao than kinh ciing nhu nhitng u ma c6 ngudn gdc tir ching.

Trong NMN c¢6 nhiéu nghién ctru cho thdy c6 mdi twong quan thuan giita nong
d6 NSE véi thé tich ton thuong, tién luong bénh va két qua diéu tri [58], [155].
1.2.2.6. Protein FABPs (Fatty acid-binding proteins)

Fatty acid-binding proteins (FABPs) 1a mét 16p cac phan tir bén trong té bao
dém va van chuyén cac acid béo chudi dai. C6 9 type FABPs duoc biéu hién trong
cac md khac nhau. Nhiing protein nay duoc bai tiét rat nhanh tir cac té bao bi tén
thuong vao bén trong hé tun hoan, 4 type FABPs c6 mdi lién quan dén hé than kinh,
nhung ma chi ¢6 2 type dugc tim thdy & hé than kinh trung wong cta nguoi: B-FABP

& céc té bao than kinh dém va H-FABP & céc neuron, véi H-FABP ¢6 néng do cao
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hon gép 10 1an. H-FABP ciing ton tai trong nhiéu mé khac nhau va ciing c6 thé tung
dung trong nhdi mau co tim cap. B-FAPB thi chi ton tai trong h¢ than kinh trung
wong va binh thudng né khong phat hién thiy & nhitng ngudi khoe manh.

H-FABP va B-FABP dat nong d¢ dinh trong vong 2 - 3 gid sau khoi phat dot
quy. Su dat néng do dinh nhanh va sém do, la nho kich thudce phan tir nhéd giap n6
c¢6 thé di chuyén nhanh qua hang rdo mau nio va mot thoi gian ban huy ngén chi
khoang 20 phut do sy thanh thai ctia than. B-FABP thi ¢6 d6 nhay cao nhat ddi voi
cac nhdi mau nhd dudi vo va nhdi mau dang 6 khuyét, nhung ma khong c6 mdi
tuong quan voi mirc do ton thwong than kinh. Nguoc lai, su ting nong d6 H-FABP
thi c6 mdi twong quan véi kich thude 6 nhdi mau va muic do ning ciia khiém khuyét
than kinh. M6t nghién ctru thi diém sir dung H-FABP két hop véi troponin I dé loai
trir ngudn gdc tir tim di phat hién thiy khong c6 duwong tinh gia va co6 d6 nhay 1a
68% khi ldy mau tai thoi diém nhap vién, diéu nay cho thay két qua t6t hon NSE va
S100B. Su ting nong do B-FABP trong huyét thanh khong dic hiéu cho dot quy, vi
n6 dugc phat hién thay trong nhiéu tinh trang ton thuong nao khac nhau [155].
1.2.2.7. Cac cytokine tién viém va khang viém

Céc cytokine la nhitng protein va glycoprotein ngoai bao hoat dong nhu nhitng
chat dan truyén tin hiéu trong pham vi ngan, dudi dang cac can tiét va tu tiét & mo.
N6 duoc kich hoat bai nhiéu tin hiéu kich thich khac nhau, va cytokines la mét yéu
t6 trung gian quan trong cua nhiéu dap tng viém va mién dich & mé. Nhiing dap
ng viém qua trung gian cua nhitng con dudng tién viém va khang viém thudng
hoat dong song song dé diéu hda mic d6 va cuong do cua dap ung. D3 co nhiéu
mbi quan tdm déng ké vé vai tro cua cac cytokine tién viém lién quan dén tinh vinh
vién va su kéo dai cia nhitng thuong ton sau nhoi mau. Do qua trinh viém c6 thé
dan dén phu va c6 thé thuc day chét theo chuong trinh, cac chat chi diém sinh hoc
cua qua trinh viém that su hitu ich trong viéc tién luong ddi vai cac lidu phap diéu
tri bao vé than kinh. Mic du khong cé cytokines nao hoat héa trong ndo bd sau nhoi
mau 13 dic hiéu d6i vai hé than kinh trung wong, cac nghién ciru can than da khang
dinh su tang nong d6 cta nhitng phan tir nay 1a do su ting san xuat trong hé than

kinh trung wong chir khdng phai tir cac té bao mau ngoai vi.

20



Khi danh gia néng do huyét thanh ¢ nhitng bénh nhin dot quy do thiéu mau
cho thdy su ting cua nhiéu chét chi diém cytokine, bao gdm IL-1, IL-6, IL-8, IL-10,
IL-13, TGF-B, ICAM-1, VCAM-1, Eselectin, L-selectin, P-selectin, TNF-a,
chitotriosidase va protein hoa tng déng bach ciu mono.

Nong d6 cua protein selectin hoa tan ciing ting 1én sau dot quy, cho thiy su
hoat hoa cia cac bach cau. Su ting ndng do cua cic cytokines tién viém va nong do
thip cua cac chat chi diém khang viém lién quan dén mirc d6 ning, thé tich 6 nhoi
mau va bénh canh 1am sang ciing nhu két quéa diéu tri dai han.

Sy ting nong do cua cac chét trung gian khang viém, nhu IL-6, IL-10 va
khang thu thé IL-1 clng luc véi sy ting cta cac chat chi diém tién viém cho thiy
mot sy twong tac phirc tap giira co ché tién viém va khang viém trong nhiing gio
dau va ngdy dau sau dot quy do nhdi mau va xuat huyét. Su xuat hién ciia TNF-
alpha va IL-6 ciing c6 mdi twong quan dén thé tich ciia mo bi kém tudi mau, goi ¥
vai tro cia qua trinh viém trong ving tranh t6i tranh séng.

Mic du nhimg thuéc khang viém hé thdng nhu corticosteroid chwa duoc
chtng minh 13 hiéu qua trong diéu tri bénh 1y dot quy, cac chét chi diém sinh hoc vé
viém d3 duogc sir dung nhu cac chét chi diém thay thé dé danh gia hiéu qua cia cac
liéu phap bao vé than kinh [155]
1.2.2.8. Matrix metalloproteinases

Cac té bao hinh sao va vi than kinh dém lién quan dén dap (ng viém sé dugc
kich thich dé bai tiét ra cac proteases giup phan hay cac chit nén & ngoai bao.
Nhitng enzym duoc thira nhan nhiéu nhat trong sé nhitng enzym c6 tinh phan hay
protein nay la serine protease va MMPs. MMPs la mot ho gom 14 enzyms, mot
du6i nhém caa nhitng eynzym duoc tim thay c6 hoat dong trong cac md néo.

Do tinh ddc ctia no, nhitng enzym nay duoc san xuit & dang tiém tang va can
dugc hoat héa. Khi dugc hoat hoa, MMPs anh huodng dén céc 16 trén hang rao mau
ndo, lam t6n thuong cac mao mach, thuc day dap ung viém, va tir d6 thiic dy su tién
trién cua xuit huyét nfo va nhdéi mau ndo. Viém va sy thay doi lién quan dén ciu tric
thanh mach mau do hoat dong ciia MMP d4 duoc dé cap trong nhiing thuong ton man
tinh, tién trién cua tinh trang vira xo dong mach bén trong nao b, cling nhu thiéu mau

& pha cap.
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Céc cytokines hoat dong 1én céc té bao hinh sao va vi than kinh dém dé thuc ddy
qué trinh san xudt ra MMPs va serine protease. Hoat dong cua hé thong pha huy
protein ndy dugc diéu hoa bang hoat dong khang lai ciia yéu t6 Gc ché
metalloproteinases & mo (tissue inhibitors of metalloproteinases).

Nong d6 cia MMP ting 1én & ca 2 truong hop dot quy do thiéu mau va dot
quy do xuat huyét, viéc dinh lugng MMP-2 v MMP-9 dugc chirng minh 13 ¢6 mbi
lién quan dén sy biéu hién ctia cac cytokine tién viém. Trong d6t quy do thiéu mau,
ndng d6 ciia MMP-9 c¢6 lién quan dén chi s6 NIHSS va thé tich 6 nhdi mau ban dau
trén cong hudng tir khuéch tan, trong khi dé6 néng d6 dinh thi c6 lién quan dén sy
chuyén dang xuét huyét mudn va xuit huyét sau sir dung lidu phép tiéu soi huyét.
MMP-9 vd MMP-13 ¢6 méi lién quan dén sy phat trién ciia 6 nhoi mau trén cong
hudng tir khuéch tan.

Trong d6t quy do xuét huyét, mot nong do6 MMP-9 cao hon thi c6 mdi lién
quan dén tinh trang phu ndo xung quanh 6 xuat huyét, diéu nay c6 thé 1a do vai tro
clia né ddi vai cac 16 ciia hang rao mau ndo. Chét (rc ché MMP 1a TIMP-1 thi c6
mdi lién quan nguoc lai véi mic dd nhdi mau. MMP-2, MMP-3 va TIMP-2 tit ca
déu ting sau xuat huyét ndo [155].
1.2.2.9. Cac CCPSH ciia con dwong chét theo chwong trinh

TNF la mot cytokine ciia qua trinh viém véi rat nhiéu tac dung khac nhau. N6
duoc biéu hién & céc té bao noi md, vi té bao than kinh dém va té bao hinh sao sau
thuong ton, N6 tham gia vao hoat dong tién viém va tién déng mau khu tra. Da co
nhitng bang chang thuc nghiém trén dong vat cho thay TNF co lién quan dén cac
qua trinh sinh ly bénh khéi phat dot quy. Mot khi dot quy xay ra, TNF sé hoat hda
MMP va tir ¢6 1am ting tinh tham thanh mach, thac day su phi ndo va su xam nhap
ctia c&c thanh phan tién viém tir huyét twong qua hang rao mau ndo di bi thuong ton
truge do.

Mot diéu quan trong 1a TNF sé& kich thich su san xuat caa cac chat oxy phan
ng, tir d6 thiic day doc tinh kich thich thong qua trung gian glutamate va huéng té
bao truc tiép dén qua trinh chét theo chuong trinh. Hoat dong két hop nay lén

giwdng mach mau da 1am giam vi tuan hoan tai chd, thuc day phu néo, kich thich
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qua trinh viém va chét theo chuong trinh, tit ca déu gop phan vao sy phat trién cua
viing bi thiéu mau tir 16i nhdi mau ra ving tranh téi tranh sang.

Qua trinh chét theo chuong trinh than kinh 12 mot qué trinh ma cac thuong ton
s& phat trién rong dan tir 16i nhdi mau da bi hoai tr. TAm quan trong cta qua trinh
chét theo chuong trinh trong dot quy da dugce ching minh trong nhiéu nghién ciru,
trong d6 co nhimng thir nghiém bao vé than kinh ma néu chung ta e ché nhiing
thanh phan quan trong clia caspase chét theo churong trinh s& 1am giam dugc thé tich
6 nhdi méau & cac mo hinh thue nghi¢m dong vat.

Caspase 12 mot nhom cic cysteine proteases trong con dudng chét theo
chuong trinh. Caspase - 3 1a mot chat diéu hoa hoat dong & budc cudi cung cua
phan ng din dén su pha hity DNA va 1a chat chi diém sinh hoc tiém ning gitip
danh gia duge muc d6 cla qua trinh chét theo chuong trinh.

O mot nghién ciru cua nhitng bénh nhan bi dot quy, nong d6 huyét twong cia
caspase - 3 ting 1én trong pha cip va twong quan vé&i sy phat trién ctia 6 nhdi mau
va két qua diéu tri ngan han va dai han. [155].
1.2.2.10. Nhi#zng CCDSH ciia qud trinh dong mdu

Nhiing bat thuong trong qua trinh dong mau 1a mot nguyén nhan caa dot quy
do thiéu mau. Hon nita, c4c rdi loan dugc quan sat thay sau khéi phat dot quy cé thé
gilp hé tro vao chan doan, mirc do ning va du doan dap ung vai diéu tri. Mot sb
CCPSH cua qua trinh déng mau di duoc sir dung cho muc dich chan doan cua mot
s6 bénh ly khac. Test D-Dimer dwoc sir dung & nhitng truong hop nghi ngo nhdi
mau phoi 13 mot vi du co dién [57].

Mot su ting ndng do fibrinogen duoc ghi nhan thay sau dot quy do thiéu mau va
¢6 mdi lién quan dén kich thudc 6 NMN va két qua diéu tri [28].

Mot néng dd cao ctia D-Dimer, mdt mau protein nhé dugc tao thanh boi qua
trinh thoai bién fibrin, gitip du doan tién trién cua dot quy do thiéu mau va két qua
diéu tri trong xuat huyét nao.

Céc thanh phan cta qua trinh dong mau c6 thé cung cap nhiéu thong tin hon 1a
viéc don thuan xé4c dinh dot quy va danh gia mac do nang. Sy hoat dong cua nhiéu

yéu t6 trong qua trinh déng mau va tiéu soi huyét ting 1én trong bdi canh cua dot
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quy. Viéc danh gia hoat dong cta cac thanh phan khac nhau sé rat hitu ich trong
viéc danh gia dap ung véi diéu tri hodc viéc ca nhan hoa diéu tri.

Nhitng bénh nhan biéu hién d6t quy do thiéu mau, diéu tri bang warfarin nim
trong gidi han cho phép thi c6 thé tich 6 nhdi mau nhé hon, cac rdi loan than kinh it
hon, chi s6 NIHSS thap hon tai thoi diém nhap vién va chi s Rankin diéu chinh
thip hon [73].

Nong d6 huyét twong cua TAFI (thrombin-activable fibrinolysis inhibitor)
ting 1én & pha cdp cua dot quy do thiéu mau va PAI-1 (plasminogen activator
inhibitor) cling tang 1én & nhirng bénh nhan c6 tién trién vira xo dong mach noi so,
cing v6i cac chat chi diém tién viém khac. Nhirng bénh nhan c6 nong do PAI-1 cao
thi it c6 kha ning tai thong sau khi sir dung liéu phap tPA va két qua diéu tri kém
hon. Tuwong tu nhu vdy, su da dang vé kiéu hinh ctia gene thrombin-activable
fibrinolysis inhibitor va PAI-1 ciing anh hudng dén kha ning tai thong sau diéu tri
bang liéu phap tPA [88], [90], [155].

1.3. TO HQP CHAT CHI PIEM SINH HQC TRONG CHAN POAN VA DU
BAO TIEN LUQNG NHOI MAU NAO

Rt nhiéu CCDSH trong bénh 1y mach mau ndo di dugc nghién ciru nhimng
nam gén day, tuy nhién chi mot sb it co tac dung thiét thuc dé chan doan bénh &
nhing gio dau sau khi xuét hién tridu chimg, day 1a khoang thoi gian quyét dinh
hiéu qua diéu tri, anh hudng truc tiép dén ngudi bénh.

Nhiéu nghién ctru chimg minh c¢6 méi twong quan gitta cac CCDSH & bénh
nhan bi bénh 1y mach méau ndo so v&i nhom nguoi khée manh. Nhitng chat nay
thudc nhoém céac chat trung gian trong qua trinh viém, yéu té ting truong, chi dau
ctia hoat luc than kinh dém, hoai tir té bao, giang hoa myelin, huyét khbi va su chét
clia t& bao theo chuong trinh.

TBMMN duogc dinh nghia 1 mét sy thiéu oxy ndo, kéo dai 24 gio dan t6i tic
ngh&n mach mau nio, xac dinh bang cac k¥ thuat chan doan hinh anh két hop vai
dinh lugng cac CCDSH thich hop. Nhiéu nghién ctru d cho thdy mdi twong quan
¢ ¥ nghia thong ké gitra ham luong CCPSH trong méau véi triéu ching cia NMN

sau 6 gid hodc tir 6 dén 24 gio.
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Déi véi timg CCDSH riéng biét, ¢6 nhitng mdi tuong quan cé gia tri khac
nhau, c6 thé rat 16n. Nhung trong thuc té 1am sang viéc su dung lya chon CCDSH
thich hop rat can thiét, rat hitu ich cho viéc chan doan, theo ddi diéu tri va tién
lugng bénh 1y mach mau nao [59], [60], [65], [71], [75].

Bang 1.3 Panh gia méi lién quan giira ham lwong cic CCPSH va théi gian sau

khi xuit hién triéu chirng [155]

Chét chi diém sinh hoc Giati p: 0-6gi0 | Giatrip: 624 giov
Brain natriuretic 0,019 <0,001
Creatinine phosphokinase brain band 0,030 0,040
Glial fibrillary acidic protein 0,025 0,002
Interleukin-6 0,039 0,008
Malendialdehyde 0,020 0,020
Matrix metalloproteinase-9 <0,001 <0,001
S100B <0,001 <0,001
Tumor necrosis factor-a 0,016 0,039
Vascular cell adhesion molecule <0,001 <0,001
Vascular endothelial growth factor 0,008 0,002
\Von Willebrand factor <0,001 0,001

Hién nay, viéc chan doan NMN 1a phdi hop 1am sang va hinh anh hoc. Tuy
nhién, van con mot s6 han ché nho cua cac phuong phap hinh anh hoc dic biét trong
nhing gio dau cia nhdi mau ndo.

CNCLVT trong nhiing gio' dau, tham chi trong ngdy dau sau khéi phat van con
mo65tbso61 truong hop chua phat hién duoc.

MRI so ndo 13 t6i wu vi c6 d6 nhay va do dic hiéu rat cao, tuy nhién day 1a
phuong phap k¥ thuat hién dai, chi ¢6 & cic trung tim chuyén sau. Chat chi diém
sinh hoc s& 12 phuong tién ho trg, gilp cho chan doan nhdi mau ndo sém hon, tir d6
thiét 1ap diéu tri kip thoi v6i cac phuong phap dic hiéu véi cira s6 diéu tri hep hon

(<4,5gio) [88], [90], [124].
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Mic du c¢6 nhiéu chit chi diém sinh hoc giup ho tro chin doan NMN nhung
khong c¢6 mot chat chi diém don 1é nao 13 dic trung. Do d6, nhiéu nghién ctu di
tién hanh phéi hop nhiéu CCDSH véi nhau tao thanh mot t6 hop, dé ting do nhay
va do dac hiéu.

Nho vay dd co nhidu to6 hop CCDSH duoc nghién ciru va hinh thanh. Pay 1a
huéng di phu hop khing dinh vai trd méi cia cac CCDSH trong viée hd trg chan
doan va theo dbi tién lwong NMN giai doan céap [124].

1.3.1. Bang tinh toan da bién du do4n, co sé hinh thanh céac té6 hop CCDSH dé
chin doan NMN

Dé c6 duoc chan doan chinh xac t6i wu, nhimg CCDSH c6 twong quan tot nhat
v6i NMN duge dua vio bang tinh toan da bién du doan. Trong d6 gié tri cta ting
CCDSH dugc chon can cur vao do nhay va do dic hi¢u cua gia tri chan doan.

Véi phan tich da bién dua vao cac yéu t c¢6 anh hudng ngudi ta cling danh
gia duoc vai tro ciia mot sé cac chét két hop lai cing c6 kha ning chan doan tét
nhét. Pay 1a co s hinh thanh cac t6 hop CCDSH.

Sy ra doi cta viéc phdi hop nhidu CCDSH véi nhau dé chan doan NMNcip,
d3 dem lai két qua cao hon nhiéu vé d6 nhay va do dic hiéu. C6 nhiéu CCDSH

duoc st dung lam mot thanh td co ban, ludn xuat hién trong nhiéu cach phéi hop.
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Bang 1.4 P nhay va dj dic hiéu ciia mat sé t6 hop chat chi diém sinh hoc
trong chan doan NMN (khoang tin ciy 95%) [155].

Markers in model
- - Laskotwitz 2005  BNP/CRP/D-DimecMMP-25100beta
e ™1 Rouanet 2006 BNPID dimerMMP %/S100b
(cutolf 5.9)
El . Rouanet 2006 BNPID dimer™MP §/S 100b
(cutoff 1.3)
-1 B  Remokis 2003 MCPNWFMMPHS100beta/BNGF
(3 above reference range 0-6 hrs)
. . RGWO“S 2003 MCPNWEMMPSS 100beta/BNGF
(3 above reference range 0-24 hes)
B B Reynokis 2003 MCPNWFMMPY'S 100beta/BNGF
(ogstic regression <12 hours)
. . Reynokls 2003 MCPNWEMMPSHS 100beta/BNGF
(logistic regression <24 hours)
. B Lynch 204 MMPIANFVCAM (< Bhours stroke)
B B Lynch 2004 $100beaVCAMAWE (6-24 hous)
0 05 1 0 0% 1
Sensitivity Specificity
1.3.2. Mot s6 t6 hop CCPSH c¢6 gia tri trong chin doan va dy bao tién luong

NMN cip
1.3.2.1. Té hop c6 S100p

Thanh vién S100B dugc nhiéu nghién ctu chon vao dé thanh lap mat to
hop. Chat chi diém nay ton tai ¢ nhitng dang khac nhau phu thudc vao don vi
alpha va beta. Loai beta rat dic hiéu cho té bao nio. Pon vi Beta-beta c6 mit &
trong té bao than kinh dém va té bao sao, loai alpha-beta chi cé trong té bao than
kinh dém, khong c6 trong té bao hinh sao, trong khi loai alpha-alpha cé trong so¢i

co, tim va than.
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S100B duoc chuyén hod & thin va bai tiét ra nude tiéu, co thdi gian ban huy
sinh hoc 12 khoang 2 gio. S100p duoc tim thiy trong té bao cia hé thong than kinh
trung uong, chu yéu ¢ té bao hinh sao.

Trong nhiéu nghién ctru cho thiy protein S100p c6 mdi twong quan thuan véi
kich thudc 6 nhdi mau ndo va két qua diéu tri. Protein S100B ciing c6 gia tri cao
trong tién luong muc do ning 14m sang va dién tién ning trong thoi gian theo doi
diéu tri nhdi méu nao.

Trong dot quy do thiéu mau, nong d6 huyét thanh cta S100f dat dugc tbi da
vao ngay thu 2 - 4.

Nong d6 S100p trong mau va trong dich ndo tay c6 thé gitip phan loai duoc
nhimg bénh nhan nao c6 tién luong tét va nhitng bénh nhan nao co tién lugng xau,
nhung ndng do trong dich ndo tity thi do chinh xac khong bang nong do trong mau.
Vi thé, khi danh gia S100B, chi can 1dy méu 1a di dé danh gia tién luong ciing nhu
phat hién cac bién chimg thir phat.

- Michael T. Wunderlich va dong nghiép da nghién ctru dugc dong hoc cia
S100p va mdi lién quan cta ching véi vi tri tic mach. O bénh nhan NMN cap, S100B
gitip theo ddi tinh trang t6n thuong mach mau than kinh. Hon thé nita S100p con
cung cap thong tin tién lugng lién quan dén két qua 1am sang.

Gia tri cia S100p danh gia sau 48 va 72 gid tir luc khai phat dot quy, co thé
gitip tién lugng va danh gia dién tich ving thuong ton do huyét khdi dong mach nio
giita. Thong thuong S100p s& dat ndong do dinh trong sudt 3 - 4 ngay dau tién sau
dot quy thé nhoi méau [113].

- Lynch va cs: Mot nghién ciru phdi hop tao thanh mot t6 hop CCDSH ma
trong d6 thanh t6 S100B dugc quan tim hang dau. Nhom tac gia da nghién ciru 26
chét chi diém sinh hoc ¢ 44 bénh nhan nhdi mau ndo. Két qua nghién ciru cho thay
c6 4 chat S100p, vWF, MMP9, VCAM-1 khi phéi hop véi nhau cho chan doan
chinh x4ac nhdi mau nio véi do nhay 90% va dg dac hiéu 90% va co6 gia tri cao
trong tién lugng dién tién ning 1am sang.

- Laskowitz nghién ctru mot t6 hgp gom 5 chat: S100p, D-Dimer, CRP, BNP

va MMP-9, dugc thuc hién trén bénh nhan nghi ngo nhdi mau nio trong thoi gian
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6h ké tir khi khéi phat triéu chung. Két qua cho théy do nhay va do dac hi¢u cua
chan doan véi ty 1¢ 1an luot 12 81% va 70% [102].

- Mark A va cs ciing chon S100p dé thiét 1ap mot to hop. Nhom téc gia ndy da
diung mot to hop gdm 5 chit chi diém sinh hoc trong d6 ¢ protein S100B, két qua
cho thdy d6 nhay lén dén 92% va do dic hiéu 93% trong chan doan nhdi mau néo 6
gid dau va co gid tri tién luong dién tién ning 14m sang cao [155].
1.3.2.2. T6 hop c6 D-Dimer.

D-Dimer, mét chit chi diém sinh hoc cta sy tiéu huy fibrin, thé hién hoat tinh
sinh hoc ctia plasmin, ting ngay trong gid du sau khi thiéu mau ndo va kéo téi vai
thang, phan anh su rdi loan dong mau cap va man tinh.

D-Dimer tao ra do hoat tinh tiéu dam trén fibrin bén vitng bdi plasmin. Fibrin
dugc cdu thanh tir 2 manh D & cac dau mut gdc carbon (C) va manh E ¢ dau mat
gbc nito (N). Hoat dong ciia thrombin trén fibrinogen dan dén sy hinh thanh monom
cta fibrin va ching lién két nhau bai lién két hydrogen, sau d6 dugc bén vimg boi
yéu t6 VIIla, hinh thanh cdu ndi D-D. Su thoai gian fibrin boi plasmin dan dén sy
hinh thanh nhitng phirc hop chira tit ca nhitng manh D-D, thuong lién két véi manh
E, hodc nhitng nhanh fibrin nhu YY/DXD. Phén tir fibrin bi proteolyse thanh nhiing
manh sém X Y va nhitng manh mudn. Pinh Iugng D-Dimer dugc xem nhu 1a test
gian tiép vé su ting dong, dan dén huyét khéi. Hién nay D-Dimer dugc tng dung
rong trong linh vuc huyét khdi tinh mach sau. Vi nhitng bénh nhan nghi ngd huyét
khdi tinh mach sau va hoac tac mach phéi thi dinh lugong D-Dimer chic chin c6 loi
ich rat 1on. Trong khuon kho bénh 1y tic mach huyét khéi, co thé chan doan loai trir
bénh 1y nay khi két qua D-Dimer binh thudng. Vi 2 bénh 1y huyét tic tinh mach
siu va huyét tic mach phoi & giai doan cap, dinh lugng D-Dimer cho phép chan
doén xac dinh hoac loai trir. V&i D-Dimer < 500ng/ml cho phép loai trir voi gid tri
tién doan 4m tinh 1én dén 97-99%. Lugng D-Dimer binh thudng do bang phuong
phap nhay cam cho phép loai trir chan doan tai bién huyét khoi véi gia tri tién doan
am tinh 14 gan nhu 100%.

Xét nghiém D-Dimer 1a mot xét nghiém can thiét trong chimg huyét tac tinh

mach sau, 1a mot chung bénh c6 lién quan dén sy hinh thanh cic cuc mau dong
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trong cac tinh mach ndm sdu bén trong co thé, thuong gip nhét 13 cac tinh mach &
chan. Nhiing cuc mau dong ndy c6 thé tré nén rat 1on va giy nén tinh trang tic
nghén dong mau luu thong. Nhitng manh méau dong & cac tinh mach sau nay cling
6 thé v& ra va di chuyén dén cac bd phan khac cua co thé nhu 1én phdi gay thuyén
tac phoi. Nhitng cuc mau doéng nay thudng hinh thanh nhiéu trong hé thdng tinh
mach nhung cling con xuét hién trong hé théng dong mach, 13 nhitng mach méau dan
truyén oxygen. Néu nhitng cuc mau dong nay 16n ngin can ca mau dén nhiing co
quan quan trong nhu than, tim, mac treo c6 thé gdy hau qua rat nguy hai. Dic biét
d6i v6i ndo, gy tai bién mach mau ndo. Py ciing 13 co sd vi sao ngay nay D-
Dimer dugc xem la mot chat chi diém sinh hoc ctia NMN.

Nhiéu nghién ctru cho thay rang nong d6 cao trong mau ciia cac chét chi diém
viém va cAm mau lién quan véi su ting cac yéu td nguy co tim mach ¢ nhitng nguoi
khée manh va ¢ nhitng bénh nhan bi bénh mach vanh va nhdi mau ndo. Su kich
hoat hinh thanh fibrin va cic san pham thoai giang fibrin bao gdm D-Dimer xay ra
trong pha cip cta nhdi mau ndo. D-Dimer 1a mot san pham thodi giang fibrin, 12
mot manh protein nho hién di¢n trong mau sau khi mot cuc méu dong bi thoai bién
boi sy tiéu fibrin. N6 chira hai manh D ca fibrinogen. D-Dimer phan anh nong do
clia cac san pham fibrin trong 10ng mach ma khong lién quan dén fibrinogen va
nhitng san pham thoai hoa fibrin hoa tan va khang dinh rang su hinh thanh thrombin
va plasmin da xay ra. D-Dimer da duoc st dung rong rai trén lam sang nhu mét chi
sO dé phat hién sy hinh thanh fibrin trong diéu kién c6 huyét khoi.

Mot néng dd cao ctia D-Dimer, mdt mau protein nhé dugc tao thanh boi qua
trinh thoai bién fibrin, gitip du dodn tién trién cta dot quy do thiéu mau va két qua
diéu tri trong xuat huyét ndo.

Céc chét chi diém sinh hoc khac ctia qua trinh dong mau ciling co gi tri twong
tu: mot néng dd cao hon cua fibrinopeptide A, b-thromboglobulin, cdc manh
prothrombin 1 va 2, phtic bd thrombin-anti-thrombin, yéu td tiéu cau 4 va yéu t6
von Willebrand déu c6 mdi lién quan dén mot bénh canh 1am sang ning trong dot
quy va tang ty I1¢ t&r vong. Fibrinopeptide A, phttc by thrombin- antithrombin, D-

Dimer, B-thromboglobulin va yéu té tiéu cau 4, déu ting 1én ¢ nhimg bénh nhan
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biéu hién con thiéu mau nio thoang qua so v6i nhém chimg, goi ¥ mét sy rdi loan
trong qua trinh hoat hoa tiéu cau va qua trinh déng mau.

Mot s cac nghién ctru danh gia nhiéu chat chi diém sinh hoc ctia qué trinh
d6éng mau da rat ra két luan ring ndng d6 D-Dimer rt nhay trong dot quy, c6 thé
gitip phan biét dugc ngudn gdc ciia dot quy va 1a yéu td tién luong manh nhat ddi
v6i mirc dd ning va sy tai 1ap trong giai doan ban cap.

Trén thé giéi da c6 nhiéu nghién ctru vé nong d6 D-Dimer & nhimng khia canh
khac nhau trong tai bién mach mau néo, dic biét 1a trong nhdi mau nio. Cac nghién
ctiru déu cho thay D-Dimer 1a mot xét nghiém dang tin cdy dé chan doan dot quy,
xac dinh loai nhdi méau ndo, tién luong do trAm trong va nguy co tai phat cua nhdi
mau ndo [154].

D-Dimer ¢ kha ning dy doan cao vé tinh trang dién tién ning 1am sang, tinh
trang tr vong va nguy co tai phat ciia dot quy NMN. Nong d6 D-Dimer ting cé thé
phan anh sy phan tng trong pha cp va sy hoat héa déng mau tht phat tir pha huy
mo hodc 13 bién chiing cua dot quy.

- Ciing tuong tu nam 2009 Igor Sibon, Frangois Rouanet nghién ctru bénh
nhan nghi ngd NMN trong thoi gian 6 gid ké tir lic khoi phat triéu chimg. Nhom
tac gia dung t6 hop c6 thanh t6 13 D-Dimer bao gom: D-Dimer, BNP, MMP-9 va
S100B. Két qua nghién ciru cho thiy ndng d6 D-Dimer ciing ting cao trong nhitng
gid dau va co gid tri tién luong ning 1am sang t6t [86].
1.3.2.3. Té hop cé vWF va VCAM-1

To6n thuong mach trong nhdi mau ndo 1a ton thuong cau tric mach mau céc
nhanh tan (d6ng mach, tinh mach, givdng mao mach) & ving ton thwong nhu mé
va thuong tuong (ng vai thé tich md bi nhdi méau. Cac thanh phan caa cau tric
mach nhu cac té bao ndi md, c4c té bao co tron mach mau hay cac phan tir cia mo
lien két mach méau c6 thé duoc tiét ra trong tuan hoan ngoai bién va dwgc phan lap
trong méu tinh mach. Ciing gidng nhu cac chat chi diém sinh hoc cua ton thuong
té bao ndo, cac chat chi diém sinh hoc cua tén thwong mach mau ciing bi anh
huong bai hang rao méau ndo do do viéc phat hién ching trong giai doan cap cua

nhdi méau nhiéu luc gap khé khan do giam sé luong luu hanh ra méau ngoai vi. C6 2
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chat chi diém sinh hoc cua tén thuong mach quan trong nhat bao gom yéu té von
Willebrand (vVWF) va phan tir két dinh té bao mach mau hoa tan 1 (VCAM-1) [111].

- Yéu t6 dong mau von Willebrand (VWF)

Yéu t6 dong mau von Willebrand (VWF), ¢4 ban chét 1a protein, 13 yéu té hoat
dong nhu chét tai cia yéu td VIII, dugc coi nhu chat dau an sinh hoc tién lugng doi
v6i tai bién mach mau nio thoang qua, hodc tai bién mach mau nio hinh thanh.

Yéu t6 von Willebrand (vWF) 1a mét glycoprotein trong luong phan tir cao da
tring hop it hodc nhiéu. Tuy theo mirc do da trung hop, trong lugng phan tir thay
d6i tir 1 dén 20 tridu. vVWF dugc tong hop bai té bao ndi mac (70%) va tiéu cau
(30%). vWF duogc trir trong cac té bao ndi mac va trong cac hat alpha ctua tiéu cau.
Trong cac hat alpha la cac dang da trung hop cao, khi cé sy hoat hoa tiéu cau, cc
phan tir hoat dong dic biét da co san dé tac dong. vWF tuan hoan trong huyét twong
lién két véi yéu té VIII, ngudi ta goi 1a “phirc hop yéu t6 VIII” vi mdt trong nhitng
vai tro quan trong ctia vVWF 13 van chuyén va bao vé yéu td VIIL. vWF bao dam cho
su dinh tiéu cau véi to chic dudi ndéi mac. O trang thai binh thuong vWF khong
phan mg véi tiéu cau. Sau khi mach mau bi ton thuong va dé 16 16p dudi ndi mac,
vWF duogc hip thu trén cac soi collagen, khi d6 n6 thay ddi cu trac phéan tir va
tuong tac voi glycoprotein Ib tiéu cau, ho tro cho sy két dinh tiéu cau va hinh thanh
cuc mau dong. Ngoai gin véi yéu VIIL, vWF ciing con c6 kha ning tu gin voi
glycoprotein IIb / Illa. Vi lién két nay thi can ¢ su hoat hoa tiéu cau trudc do dé
1am cho thu thé IIb / Ila ¢6 chirc nang. vVWF cling nhay cdm trong mot s6 diéu kién
thay thé véi fibrinogen dé tao ra sy ngung két tiéu cau hinh thanh cuc mau dong.
bay la cdn nguyén cua nhiéu bénh ly vé mach mau, tinh mach cling nhu dong mach
[22], [87]. Ciing vi 1y do lién quan dén qué trinh hinh thanh huyét khoi ma gan day
vWE duogc nghién ctru nhu 13 mot chit chi diém sinh hoc dic biét trong TBMMN
thé NMN, thay vi chi duoc nghién ciru va biét dén 13 mot bénh Willebrand cb dién
nhu 1au nay [112]. Nam 2005, Lynh va Cs nghién ctru vé vWF & MMP-9 két hop
véi 3 CCDBSH khac 1la S100B, B type neurotrophic growth factor (BNGF) va
monocyte chemotactic protein 1 (MCP-1) & bénh nhan NMN cap, da ghi nhan vWF
ting cao trong giai doan cap NNM [108]. Ciing nhu nghién ciru ctia Raynold va Cs
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& 223 bénh nhan NMN trong d6 c6 chét chi diém vWF ciing ting sém trong vong
12 gid sau khi khoi phat bénh [131].

R rang véi vai tro khoi phat cho sy két dinh tiéu ciu va hinh thanh cuc mau
déng, vWF d3 dan dan duoc khiang dinh 1a chat chi diém sinh hoc cia NMN cép,
v6i kha nang chan dodn c6 d6 tin cay va do dic hiéu cao [104].

- Phan tir bam dinh té bao mach mau 1 (VCAM-1)

Phan tir bam dinh t& bao mach mau 1 (Vascular cell adhesion molecule-
VCAM-1) mét seletin hoa tan thudc nhém nhitng phan tir globulin mién dich bam
vao té bao thanh mach. Trong qua trinh viém, nf“mg do VCAM -1 tang 1én, bam dinh
Va0 cic té bao ndi mac. Nhiéu nghién ctru da cho thay nong do chat nay ting cao
trong mau 4 gid sau khi triéu chimg thiéu mau ndo xuat hién. Trong khi d6 mét phan
tir khac ELAM -1 ciing bam dinh vio té bao ndi mo, nhung ting trong mau cham hon,
8 gid sau thiéu mau ndo [88], [155].

VCAM-1 ¢6 6 hodc 7 globulin mién dich va anh huéng trén ca hai hé thong
mach mau, d6 1a hé mach mau 16n va hé mach mau nhé, sau khi cac t& bao ndi mé
duogc kich thich boi cac cytokine. Cac anh huong cia VCAM-1 duy tri kéo dai hon
24 gid. VCAM-1 thuc day sy bam dinh cia té bao lympho, bach cau don nhan, bach
cAu 4i toan, va basophils. VCAM-1 c6 thé tham gia trong linh vyc thu hut cic bach
cau don nhan dén cac t6 chirc mach mau vira xo. Mot nghién ctru trén chudt da chi
ra réng VCAM-1 déng vai tro chu dao trong su khoi dau cua vira xo dong mach.
Chinh diéu ndy ma VCAM-1 ciing 1a mot myc tiéu hudng dén trong cac nghién ctru
nhu 1a mét CCDSH day tiém ning dic biét 13 trong NMN giai doan cap [122].

- Hai nghién ctru cta Lynch va Cs vao nim 2004, mot nghién ctru t6 hop gdm
3 chét chi diém sinh hoc VCAM-1, MMP-9, vWF va mt nghién ctru to hop gdbm 3
chat chi diém sinh hoc VCAM-1, MMP-9, S100p, déu cho thiy ndng do cua
VCAM-1 ting cao ngay trong nhitng gio dau.

- Mot s6 nghién ciru khac di dua ra két ludn phdi hop 3 chit chi diém sinh hoc
gdm MMP-9, VCAM-1 va vWF c6 thé phan biét giita nhom tai bién mach mau nio

va nhém chung 6 gid sau tri€u chiing véi do nhay va do dac hi¢u trén 90%.
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1.3.2.4. Té hop c¢6 MCP-1

Monocyte chemotactic protein 1 (MCP-1) la mdt protein ¢6 ai luc hoa hoc vai
bach cau don nhan, c6 xu hudng huat bach cau don nhan, c6 mat trong dich ndo tuy va
hoat lyc ting déng ké 24 gid sau triéu chimg thiéu mau ndo, ndng d6 chit nay khong
thay d6i trong mau. MCP-1 1a mot chemokine duoc tiét ra tir t& bao than kinh va té
bao hinh sao sau dot quy, né ciing dugc biét 1a 1am tram trong thém tinh trang thiéu
mau cuc bd [80], [85]. Nghién ctru trude ddy & chudt cho thiy rang: Nhimng chudt gy
nh6i mau c6 néng 46 MCP-1 thip hon thi két qua than kinh dwogc cai thién tot hon,
trong khi nhimg con chudt c6 néng d6 MCP-1 cao hon, tré nén tdi t& hon vé ton
thuong ndo va chirc ning than kinh. Piéu nay ciing cho thiy néng d6 cia MCP-1 ¢6
thé lién quan dén tién luong do6 trdm trong cia NMN. Mot vai nghién ctru khéc cling
cho thay MCP-1 ting sém sau khi thiéu mau cuc bd ndo va MCP-1 1a dau mdi c6 thé
dai dién cho mot sy hép dan hoa hoc bach cau don nhan, dong vai trd quan trong
trong viéc xdm nhap vao mo bach cau don nhan, dong gbp vao su ton thuong mod
trong dot quy thiéu mau cuc bo va mot s6 bénh 1y khac [97], [98], [127], [151], [159].

Mot nghién ctru 23 bénh nhan dot quy thiéu mau 24 gio sau khi xut hién triéu
chtng than kinh va so sanh v&i 15 bénh nhan ddi chig chi ¢6 dau dau. Két qua cho
thiy co su gia ting dang ké ndong do MCP-1 cua dich ndo tuy va huyét thanh &
nhém bénh nhan dot quy thiéu ndu ndo so voi nhom ching. Két qua nay ciing cho
thdy MCP-1 ¢6 thé dong mot vai tro trong phan tng viém ¢ giai doan som cua dot
quy thiéu mau ndo va c6 gia trj tién luong [107].

- Nghién ctru cia Lynh va cdng sy & bénh nhan NMN giai doan cép, vo1 mot
t6 hop 5 chat chi diém sinh hoc MCP-1, VWF, MMP-9, S100p va BNGF. Pa ghi
nhan MCP-1 ting cao trong giai doan cap va td hop 5 chit nay c6 gia tri chan doan
NMN cip v6i d6 nhay va do dic hiéu 1én dén 92% va 93% . Pay 1a mét to hop
dugc danh gia co két qua tét nhat [108].

- Tac gia Raynolds va cs: Trong mot nghién ciru thuan tap 223 bénh nhan NMN
str dung mot t6 hop 5 chat chi diém sinh hoc: S100B, yéu tb ting trudng than kinh typ
B (B type neurotrophic growth factor - BNGF), vVWF, MMP-9 va MCP-1 va nhom
ching 214 nguoi cho thiy su két hop nay cho két qua chan doan NMN sém trong
vong 12 gio sau khi khaoi phat bénh vai do nhay 91% va do dac hiéu 97% [131].
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1.4. TINH HINH NGHIEN CUU VE TO HQP vWF, VCAM-1, MCP-1,
D-Dimer TRONG NHOI MAU NAO

1.4.1. Cac nghién ciru lién quan vé to hop vWF, VCAM-1, MCP-1 va D-Dimer
trong nhdi mau nio

- Lynch va Cs: Nghién ctru 26 CCDSH trén 44 bénh nhan NMN. Két qua
nghién ciru cho thdy 4 chat S100B, VWF, MMP-9 va VCAM-1 khi phdi hop véi
nhau cho chan doan chinh xac NMN véi do nhay 90% va do dic hiéu 90% [108].
Cung nhoém tac gia ndy nim 2005 nghién ctru vé vWF & MMP-9 két hop véi 3
CCDSH khac 1a S1008, BNGF va MCP-1. Ngoai ghi nhan vWF & MMP-9 tang
cao trong giai doan cAp NMN thi t6 hop 5 chit nay c6 gia tri chan doan NMN cép
voi1 do nhay va do dac hiéu cao hon to hop 4 CCBSH trén rat nhiéu véi do nhay
92% va do dac hi¢u 93% [108].

- Raynold va Cs: Nghién ctru 223 bénh nhan NMN su dung tap hgp S10083, B
type neurotrophic growth factor, vVWF, MMP-9 (Matrix metalloproteinase-9) va
MCP-1 (monocyte chemotactic protein 1). Nhém chitng 214 ngudi cho thay su két
hop nay cho két qua chan doan NMN sém trong vong 12h sau khi khoi phat bénh
voi dd nhay 91% va do dac hi¢u 97% [131].

- Daniel T. Laskowitz: Nghién ctru 293 bénh nhan NMN cua tong s6 1146
bénh nhén c6 tridu ching than kinh d6t quy, thoi gian 0 - 6 gio ké tir khi khoi phat
triéu chung. Phdi hop 4 CCDSH D-Dimer, BNP (Brain natriuretic peptide), MMP-
9 (Matrix metalloproteinase-9) va S100B. Két qua cho thdy do nhay va d6 dic hiéu
ctia chan doan c6 ty 18 1an luot 14 83% va 32%. [65]

- lIgor Sibon, Frangois Rouanet va cs: Nam 2009 nghién ctru 131 bénh nhan
NMN va thiéu mau cuc bd ndo thoang qua, trong thoi gian 6h ké tir khi khai phat
triéu chimg. Thuc hién t6 hop CCDSH: D-Dimer, BNP (Brain natriuretic peptide),
MMP-9 (Matrix metalloproteinase-9) va S100B. Két qua cho thiy do nhay cua chan
doan 94% va d6 dac hiéu 94% [86].

1.4.2. Cac nghién ciru vé cac CCPSH trong nhoi mau nio tai Viét Nam.

O Viét Nam méi c6 mot vai nghién ciru vé 1-2 CCDSH trong TBMMN, van

dé két hop nhiéu CCDSH, tao thanh mét t6 hop dé chan doan va dy bao tién lugng

thi hoan toan con madi1 mé, hién tai chua c6 nghién ctru nao vé t6 hop nay.
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- Nguyén Pirc Hoang: Nam 2007 nghién ciru Homocysteine mau & bénh nhan
tai bién mach méau ndo tai Bénh Vién Trung Hué. Qua nghién ctiru 108 bénh nhan
TBMMN va 108 ngudi chimg c6 két qua: Nong do trung binh Homocystein méu
nhém TBMMN 17,27 + 7,48 umolg/L, cao hon nhém ching 10,79 £ 2,73 umolg/L
[14].

- Nguyén Pinh Toan: Nam 2012 nghién ctru néng d6 PAI-1, TNF-Anpha
huyét tuong ¢ bénh nhan nhdi mau nio giai doan cap. Qua nghién ciru 80 bénh nhan
NMN va 80 ngudi chimg c6 két qua: Nong do trung binh PAI-1 nhém bénh 83,29 +
52,74 ng/ml, nhém chirng 33,92 + 22,90 ng/ml.

Nong d6 trung binh TNFa nhom bénh 79,91 + 134,88 pg/ml, nhom chimg
13,39 + 5,40 ng/ml [33].

- Nguyén Thi HOng, Nguyén Vin Sang: Nim 2014 nghién ctru ndong do D-
Dimer huyét twong trong nhdi méau ndo cuc bd cap. Qua nghién ciru 62 bénh nhan
NMN cép c6 két qua: Nong do trung binh D-Dimer huyét twong 0,89 + 0,62 mg/ml,
69,3% bénh nhan cao hon tri s6 binh thuong [15].

- Hoang Trong Hanh: Nam 2015 nghién citu nong do protein S100B va NSE
huyét thanh ¢ bénh nhan nhdi mau ndo giai doan cap tai Bénh vién Trung Uong
Hué. Qua nghién ctru 98 bénh nhan NMN giai doan cép va 112 ching tai Bénh vién
Trung wong Hué, co két qua: Trung vi néng do protein S1I00B & nhém bénh 13
0,404 ng/ml, nhém chimg 14 0,058 ng/ml. Trung vi nong d6 NSE & nhom bénh 13
26,55 ng/ml nhom chimg 14,47 ng/ml. Trung vi ndng d6 protein S100B & nam gidi
la 0,381 ng/ml, nit gidi 13 0,433 ng/ml. Trung vi nong do NSE & nam gidi 1a 25,04
ng/ml, nt gigi 1a 29,91 ng/ml [10].
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
Di tuong nghién ctiru trong dé tai chung t6i gdm 2 nhém: Nhom bénh 1a
nhom bénh nhan bi nhdi mau nio lan dau giai doan cp va nhém chung 13 nhimg
nguoi khoe manh.
2.1.1. Nhém bénh
La nhitng bénh nhan bi nhdi mau nio giai doan cp.
- Tudi: TUr 18 tudi trd 1én.
- Bi NMN lan dau tién.
- Piéu tri ndi tra tai khoa Hoi stic cip ctru va khoa Noi Tong hop Bénh
vién Pa khoa khu vuc Béng Son Binh DPinh.
- Thoi gian: Tir thang 01 nam 2015 dén thang 01 nam 2016.
2.1.1.1. Tiéu chudn chon bénh nhéan nhoi mdu néio
- Tiéu chuan l1am sang;
Duya vao tiéu chuan 1am sang cia WHO
+ C6 triéu chimg than kinh khu trd ton tai > 24 gio.
+ Tri¢u ching do6 xay ra dot ngot.
+ Khong bi chan thuong so nio.
- Tiéu chuén c4n 14m sang:
Két qua chup NCLVT c6 ton thuong nio dang NMN véi 6 giam ty trong va
khong ¢6 hinh anh XHN. Pay 1a tiéu chuan bat budc phai co.
- Tiéu chuan chon nhdi mau nio giai doan cap:
Bénh nhan bi NMN trong tuan dau sau khai phat.
- Bénh nhan duoc diéu tri co ban theo khuyén cdo xtr tri sém NMN trong
giai doan cép cua Hoi Tim mach Hoa Ky va khuyén cao diéu tri NMN cua Hoi
Tim mach Quéc gia Viét Nam, khong dung thudc tiéu soi huyét, chdng dong va

corticoid.
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2.1.1.2. Tiéu chudn loai trir
- Bénh nhan xuit huyét nio.
- Bénh nhan c6 bénh 1y kém theo anh huéng dén ting nong d6 vWF, VCAM-
1, MCP-1 va D-Dimer huyét twong:
+ Luput ban d6 hé théng.
+ Ghép, cdy tang.
+ Cac bénh 1y nhiém trung di kém.
+ C6 bénh 1y vé mau hodc c6 bat thuong trén xét nghiém cong thirc mau tai
thoi diém nghién ciru.
+ Ung thu.
+ Pang diéu tri cac thudc khang viém khong steroid trong vong 15 ngay.
+ Pang diéu tri bang thudc chdng déng hodc chong két tap tiéu cau.
2.1.2. Nhom chirng
2.1.2.1. Tiéu chuén chon nhém chirng
- La nhitng nguoi khoe manh, c6 do tudi tuong duong v&1 nhom bénh.
Cung chiing toc (nguoi dan toc Kinh), ciing sdng trong vung dich t& (khu vuc
Mién Trung).
- Tién st bénh: Chua 1an nao bi tai TBMMN dén thoi diém nghién ciru.
- Khong ting huyét ap, khong béo phi, khong dai thao duong, khong bi bénh
Iy mach mau, khong bénh 1y ho héip man tinh, khong bi cac bénh tu mién, khong bi
suy giap hay cuong giap, khong bi nhiém trung tai thoi diém nghién ctu.
- Khéng dung thudc khang viém, cac thude trc ché mién dich it nhat 15 ngay
trude do.
- Khéng dung thudc khang dong, thude chong két tap tiéu cau.
- Ty nguyén tham gia nhém nghién ctru.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Phuong phap nghién ciru
Theo phuong phap mé ta cit ngang (cross sectional study), c6 so sanh va d6i
chiéu voi nhom ching. Bénh nhan duge dénh gia tai 2 thoi diém:
+ Lac moi vao vién.
+ 48 gi0 sau khi vao vién.
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2.2.2. Cac budéc tién hanh
2.2.2.1. Céch thitc chon mdu
C& mau: Puoc tinh theo cong thtrc tinh c& mau udc lugng mot ty 1€.

szZ % p(l_ p)

1-al2 d2

Trong do:

Z :Véimuc ynghiao=5%thiZ? ,, =1,96°

p : Ty 1€ ctia mot nghién ctru trude do.

Puwe = 0,94 (theo nghién ctru cia Mark A. Reynolds va cs, ty 1€ tang vWF

& bénh nhan NMN cép 1a 94%) [131].

Pcav_: = 0,91 (theo nghién ctru cua Lynch J.R va cs, ty 1€ ting VCAM-1 &
bénh nhan NMN cap 1a 91%) [108].

Pucrs= 0,94 (theo nghién ctru cua Reynolds A Mark va cs, ty 1€ taing MCP-1 &
bénh nhan NMN cap 1a 94%) [131].

Py _oimer = 0,91 (theo nghién ctru cia Igor Sibon, Rouanet, Whiteley W ty 1€
tang D-Dimer & bénh nhan NMN cép 14 91%) [86], [155].

d: La do chinh xac mong mudn.

Trong nghién ctru nay, chung t61 chon d = 0,08.

Pua vao cong thuc ta co:

0,94 (0,06)

Noe  =1,08% x 250000 <34
Nyens ; = 1,967 x w ~49
N o, = 1,962 x % ~34
N, . =106 x % ~49

Nhu vay, ¢& miu trong nghién ctru ctia chung toi tir 34 dén 49 bénh nhén.

Thyc té, chiing t6i d4 tién hanh nghién ctru 50 bénh nhan NMN va 40 nguoi chimg.
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- Buéc 1: Chon bénh nhan

+ Bénh nhan vao vién v6i dot quy: Khoi phat dot ngot v6i dau than kinh khu
trd va khong ¢ chan thuong so néo.

+ Chup NCLVT (chi chon bénh nhan vao mau nghién ctru khi c6 ton thuong
dang NMN trén hinh anh chup NCLVT).

+ Chon bénh nhan vao mau nghién ciru theo tiéu chuin chon miu va tiéu
chuén loai trir d3 néu.

- Bwée 2: Tién hanh nghién ctu.

Bénh nhan NMN cép duoc tién hanh nghién ctru vao 2 thoi diém:

+ LUc vao vién:

*Kham lam sang:

Bénh nhan dugc kham danh gia 2 thang diém Glasgow, NIHSS. Khai thac tién
su, bénh su, tinh trang hut thudc 14, uéng ruou.

*Lay mau xét nghiém:

- Péi véi VWF, VCAM-1, MCP-1, D-Dimer: Bénh nhan dugc lay 2 ml

mau ngay luc vao vién, tién hanh ly tAm véi téc do 3.000 vong / 1 pht trong
05 phut, sau d6 duoc bao quan & - 20°C. Mbi 10 dén 15 mau duoc chuyén nhanh ra
Bénh vién Trung Uong Hué c6 thiét bi bao quan bang xe dong lanh.

- Péi véi glucose, bach cau, tiéu cau, bilan lipid, creatinin: Bénh nhan duogc
lay mau lac d6i ngay dau tién. Cac xét nghiém nay dugc thuc hién tai Khoa Xét
nghi¢m Bénh vién Pa khoa khu vuc Béng Son, Binh DPinh.

+ Sau 48 gio:

Danh gia lai tinh trang 1am sang ctia bénh nhan ciing théng qua 2 thang diém
Glasgow va NIHSS.

- Buée 3: Thu thap s6 liéu vao 1 protocol nghién ctru 1ap sin va nhap so lidu
vao may vi tinh.

2.2.3. Céc tham s6 nghién ciru lAm sang
2.2.3.1. Tuéi
- Tudi dugc tinh dén nam tién hanh nghién ctu.

- Nhom tudi: Chia thanh 03 nhom tudi
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+ Nhém < 50 tudi
+ Nhoém 51 - 70 tudi
+ Nhom > 71 tudi
2.2.3.2. Gioi
Phan thanh 2 nhom 1a giéi nam va nt.
2.2.3.3. Huyét ap
Cach do HA theo khuyén céo ctia B Y té naim 2013 vé: Hudng dan chan doan va
diéu tri taing huyét 4p. Dy an phong chéng ting huyét 4p Qudc gia va khuyén céo
cta Hoi Tim mach Qudc gia Viét Nam nam 2018.
- May do huyét ap ctia Nhat da chuan héa theo may do huyét ap thuy ngin.
- Chuén bi bénh nhan theo qui dinh. Po bang phuong phép nghe.
- X4c dinh huyét 4p tam thu twong ung véi lac xudt hién tiéng dap dau tién
(pha I cta Korotkoff). Huyét 4p tdm truong tuong tng v4i khi mat han tiéng dap
(pha V cua Korotkoff).
- Po huyét ap 2 lan cach nhau 1-2 phat, 1ay trung binh cdng cta chi sd huyét
ap 2 lan do [2], [13].
Bang 2.1 Bang phan loai THA
(Theo Héi Tim mach Quéc gia Viét Nam 2018 két hop JNC VI) [13], [42].

Khai niém HATT (mmHg) HATTr (mmHg)
HA t6i uu <120 <80
HA binh thuong <130 <85
HA Binh thuong cao 130 - 139 85-89
Tang huyét ap
bol 140 - 159 90-99
boll 160 - 179 100 - 109
bo 11 >180 > 110
Tang HATT don doc > 140 <90

Tién THA: Két hop HA binh thuong va binh thudng cao nghia 1a HATT tir 120 -
139 mmHg va HATTr tir 80-89 mmHg
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2.2.3.4. Nghi¢n thuéc ld

Xac dinh c¢6 hut thude 14 hay khong hit thude 14 dua theo dinh nghia hut thube
14 ctia TH chirc Khao sat sirc khoe Quédc gia Hoa Ky, duoc Trung tdm Phong va
kiém so4t bénh tat Hoa Ky chip nhan [62], [115], [156].

- C6 hut thudc 14: La nhimg nguoi da hat it nhat 100 diéu thude, hién tai con
dang hut thudc 14.

- Khong hut thude 14: La nhitng nguoi chua bao gio hut thude 14, hodc da timg
hut it hon 100 diéu thude, hodc trude day co hit nhung da bo thude 14 trén 5 nam.
2.2.3.5. Uéng nhiéu rwou

Puoc tinh theo lugng rugu udng trong ngay tinh biang gam, dwa theo cong
thire:

So gam ruQu = S6 ml ruou x DO rwou x Khbi luong riéng cua ruou (0,8
gam/ml).

- Udng duéi 10 g / ngay: Khong ubng rugu.

- Udng trén 10 g / ngay: C6 udng ruou [50], [156].
2.2.3.6. Tinh trang y thirc theo thang diém Glasgow

Panh gi4 tinh trang ¥ thic bang thang diém Glasgow
Bang 2.2 Bang thang diém Glasgow [64].

o
>
=

Thir nghiém bép ting

- M& mit ty nhién

- M& mit khi goi

- M& mat khi kich thich dau

- Khong dap g vai bat ky kich thich nao

Dap ing mo mit

- Tra 101 diing cau hoi

- Tra 16i chdm chap mét dinh huéng
bap tng voi 161 noi - Tra 101 khong phu hop véi cau hoi
- Lo1 noi vo nghia

- Khong dap ung 161 noi

- Thyc hién van dong theo yéu cau

- Béap tng van dong phu hop khi kich thich dau

Dip tng v6i van dong - Bép tng V{?l}l dér}g khong phu hop khi kich thich dau
o - Co ctimg ki€u mat vo ndo khi kich thich dau

- Dudi cing kiéu mét vo ndo khi kich thich dau

- Khong dap tng khi kich thich dau

P N W Pk OO, DNWPSOOOOFE NN W D>
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Danh gia két qua:

- Glasgow 3 dén 5 diém: Rét ning
- Glasgow 6 dén 8 diém: Ning

- Glasgow 9 dén 12 diém: Vira

- Glasgow > 13 diém: Nhe

2.2.3.7. Mikc d§ ning ciia bénh theo thang diém dot quy NIHSS

Dénh gia mirc d6 ning trén 1am sang bang thang diém dot quy NIHSS (Vién

sttc khoe Qudc gia Hoa Ky - National Institutes of Health Stroke Scale).
Bang 2.3 Bang thang diém dét quy NIHSS [115].

Kham

Bi€u hién chi tiét

Piém

1
la. Y thirc

- Tinh tdo (hoan toan tinh tdo, dap Uing ngay khi
goi, hop tac t6t)

- Lo mo (ngu ga, tinh khi goi hodc lay, dap Ung
chinh xac)

- Sting so (chi thire tinh khi kich thich manh, dap
ung kém chinh xac)

- Hon mé (khong dap ung vai kich thich)

1b. Hoi thang va tudi

bénh nhan (2 cau hoi)

- Tra 101 chinh xac ca 2 cau
-Tra 101 chinh xac duoc 1 cau

- Khong chinh xac ¢4 2 cau

1c. Yéu ciu md/nhim
mat + nam chit tay (2

yéu cau)

- Lam theo dung ca 2 yéu cau
- Lam theo dung ca 1 yéu cau

- Khong dung theo ca 2 yéu cau

2. Nhin phdi hop

- Binh thuong
- Liét van nhan mot phén cua 1 hay 2 mét
- Xoay miat dau sang mot bén hoac liét do van

nhan (nghiém phap mat-dau)

R O N P O N P O W

3. Thi truong

- Binh thuong
- Ban manh mot phan
- Ba4n manh hoan toan

- Ban manh 2 bén

w N P O
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Kham Biéu hién chi tiét Diém
- Khong liét 0
- Liét nhe (chi mit can d6i khi cudi va néi, van | 1
dong chil dong van binh thudng)
4. Liét mat - Liét mot phén (liét 1d rét, nhung van con cur 2
dong mot phan)
- Liét hoan toan (hoan toan khong c6 chut cu 3
dong nao cua nira mat)
- Khong 1éch (gitt dugc hon 10 gidy) 0
- Léch (gilt dugc, nhung léch thap xudng trudce 1
10 giay)
- Khong chéng duoc trong luc (16ch nhanh nhung 2
5. Van dong tay phai ,
co gitr lai)
- Roi tu do (tay roi hoan toan, ¢4 nhung khong 3
cudng lai dugc)
- Khong hé cir dong 4
- Khong 1éch (gitt dugc hon 10 gidy) 0
- Léch (gilt dugc, nhung 1éch thép Xuéng trudc 1
10 giay)
- Khong chéng duoc trong luc (1éch nhanh nhung 2
Véan dong tay trai ;
co gitr lai)
- Roi tu do (tay roi hoan toan, ¢4 nhung khong 3
cuong lai duogc)
- Khéng hé cir dong 4
- Khong 1éch (gitt dugc 30 d hon 5 giay)
6. Van dong chan phai | - Léch (Iéch xudng & tu thé trung gian khi gan 1
(ndm ngita, gio chan hét 5 giay)
tao goc 30 do trong 5 | - Khong chdng duoc trong luc (roi xubng giudng 2
giay) trudc 5 giay)
- Roi ty do 3
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Kham

Biéu hién chi tiét

- Khéng hé cir dong

Vén dong chan trai

- Khong I¢ch (gilr dugc 30 d§ hon 5 giay)

- Léch (léch xudng ¢ tu thé trung gian khi gan
hét 5 gidy)

-Khéng chbng duoc trong luc (roi xudng giuong
trude 5 giay)

- Roi ty do

- Khéng hé cir dong

= O &

7. Mat diéu hoa van dong
(nghiém phap ngon tré-

miii va got - goi)

- Khong mét diéu hoa
- C6 nhung chi ¢ tay hodc chi ¢ chan

- C6 ca tay 1an chan

8. Cam giac

- Binh thuong
- Giam mot phan

- Gidm ndng

9. Ching lang quén
mot bén

(neglect/agnosia)

- Khong c6 lang quén nura nguoi

- Lang quén mat thu: thi gidc hodc xuc giac hodc
thinh giac

- Lang quén it nhat 1a 2 thu ké trén

R O N P O N P O & W

N

10. Loan van ngén

- N1 binh thuong

- Nhe/trung binh (néi nhiu, néi lap vai tir, hiéu
dugc nhung c6 kho khan)

- N6i lip/nhiu khong thé hiéu duoc (nhung
khong loan ngon ngir-dysphasia)

11. Ngbn ngir

- Binh thuong

- Mt ngdn ngit nhe/trung binh

- Mat ngdn ngir nang (day du biéu hién thé Broca
hay Wernick, hay bién thé)

- Chirng cam ling hodc mét ngdn ngit toan bo

Tong diém
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- Mttc d6 ning trén 1am sang chia thanh 4 murc d6 theo thang diém NIHSS
+ 1-4 diém: Nhdi méau ndo nhe
+ 5-14 diém: Nhoi mau ndo trung binh
+ 15-20 diém: Nhdi mau nio ning
+ 21-42 diém: Nhdi mau ndo rat ning
- Mtic thang diém NIHSS 14 diém duoc dung dé chia nhom nghién ctru thanh
2 nhoém nang va trung binh.
- Dién tién ning trong 48 gid trén 1am sang duoc danh gia khi thang diém
NIHSS tang > 1 diém so véi luc vao vién [33], [152].
2.2.4. Céc tham s nghién ciru cin l1am sang
2.2.4.1. Chup ndo cat Iép vi tinh
Chyp NCLVT @duogc thyc hién tai Bénh vién da khoa khu vuc Béng Son béng
may Aquilion Toshiba. TAt ca bénh nhan NMN duoc chup NCLVT va dugc doc két
qua boi bac si chuyén khoa chan doan hinh anh. Dya vao hé sb suy giam tuyén tinh
ctia chum quang tuyén X, tinh ra ty trong cta cdu trac theo don vi Hounsfield (HU).
- Nhoi mau ndo: 20-30 HU
- Thé tich 6 ton thuong NMN duoc tinh theo cong thirc sau [55]:

V= 1a.b.c
2

- a, b: dudng kinh 16n nhat vudng géc v4i nhau cua khdi giam ty trong trén
mot 1at cit 16n nhat.
- ¢: 50 16p cat lién tiép nhau day 10 mm hodc 5 mm.
2.2.4.2. Pinh lwong nong dp vWF huyét twong
Dinh luong néng do vWF duoc thuc hién tai khoa Huyét hoc Bénh vién Trung
wong Hué bang may EVOLIS.
- Nguyén ly
Dung k¥ thuat ELISA dé dinh lugng. Dua vao tinh dac hi¢u cua khang nguyén -
khang thé. Cac giéng duoc phu bai khang thé khang vWF. Mau huyét tvong bénh
nhan c6 khang nguyén duoc cho vao cic giéng s& két hop v6i khang thé phu trén
giéng va khang thé khang vWF lién hop véi HRP dugc thém vao. Sau khi @ sé tao
nén phtrc hop khang thé - khang nguyén - khang thé. Tiép theo, cac thanh phan khong
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két hop sé& bi rira di. Sau d6 co chat dugc thém vao, co chit phan Gmg véi HRP tao
nén phirc hop mau. Cudng dé mau cua phirc hop nay ty 16 thuin véi ndng do vWF co
trong mau huyét trong bénh nhan va dugc do & bude séng 450 - 570 nm.
- Cac buéc tién hanh
Buéc 1: Ldy bénh pham
- Str dung huyét twong, chdng dong bang Ethylen Diamine Tetra - Acetic acid
(EDTA) hoac heparin.
- Huyét trong dugc ly tAm sém, tach tube co nip day, va bao quan & - 20°C
Bude 2: Chudn bi héa chat
a. Dung dich dém
Pha loang dung dich dém 1:20 véi nuéde cit, tron nhe nhang.
b. Dung dich chuan
- Cho 1ml nuéc cit vao lo chuan dé dugc dung dich chuan goc (S7) c6 nong
do 160 Mu/ml.
- Hoa tiép nhiéu 1an bang dung dich dém dé duoc cic dung dich chuan
(S6->S1) véi cac nong do 120 pl. SO 14 dung dich dém c6 ndng d6 0 uL .
c. Dung dich control:
- Dung dich control ty 1& 1:1 u trong 10 phut, lic déu trude khi st dung.
d. Khang thé khang vWF lién hop Horseradish Peroxidase (HRP)
- Hoa HRP lién hop voi dung dich dém theo ti 1€ 1:100
Buéc 3: Tién hanh ky thudt
+ Thém 50 pl chuan Von Willebrand Factor cho mdi giéng. Che phu giéng
bang bang niém phong va 1 2 gio.
+ Rira 5 1an vé6i 200 pl dung dich dém.
+ Thém 50 pl dung dich do khang thé vWF cho mdi giéng va 1 trong 2 gid.
+ Thém 50 pl dung dich SP (Streptavidin-Peroxidase Conjugate) vao mdi
giéng va 1 trong 30 phut.
+ Thém 50 pl Subromat chromogen vao mdi giéng va u trong khoang 25
phut hodc cho dén khi mat d6 mau xanh t4i vu.
+ Thém 50 pl dung dich ding phan tmg vao mdi giéng. Mau séc s& thay ddi

tr xanh sang vang.
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+ Doc d6 hap thu ngay bang quang phd ké tai bude séng 450 nm.

- Nhan dinh két qua

Gia tri tham khao: 5 - 20 Mu/mL [37].
2.2.4.3. Pinh lwong nong dp VCAM-1 huyét twong

Pinh luong néng do VCAM-1 ciing dugc thuc hién tai khoa Huyét hoc Bénh
vién Trung wong Hué biang may EVOLIS.

- Nguyén ly

V& nguyén 1y dinh luong VCAM-1 ciing twong tu nhu nguyén 1y dinh luong
vWF, dung ky thuat ELISA va cling dya vao tinh ddc hi¢u cia khang nguyén -
khang thé. VCAM-1 duoc doc ¢ budc song 450 - 650 nm.

- Céc buérc tién hanh

Buéce 1: Ldy bénh pham

Ciing twong ty nhu 1ay bénh pham vWF.

Bude 2: Chudn bi héa chdt

a. Dung dich rua

Hoa 5 ml dung dich rira v6i 995 ml nuéc cat dé dugce dung dich 1000 ml.

b. Dung dich dém

Hoa 5 ml dung dich dém véi 95 ml nuéde cat dé duoc dung dich 100 ml.

c. Dung dich chuin

- Cho 1ml nuéc cit vao lo chuan dé dugc dung dich chuan goc (S7) c6 nong
d6 50 ng/ml, dé 10 - 30 pht.

- Hoa tiép nhiéu lan bang dung dich dém dé duoc cac dung dich chuan thyc dung
(S6->S1) véi cac ndng do 100 ng/ml. SO 1a dung dich dém c6 ndng d6 0 ng/ml.

d. Dung dich control:

- Dung dich control ty 1& 1:1 u trong 5 phut, lic déu trudc khi sir dung.

e. Khang thé khang VCAM-1 lién hop HRP

- HRP lién hop dugc st dung trong vong 30 phut sau khi hoa

- Hoa HRP lién hgp véi dung dich dém theo ti 1¢ 1:100

48



Buc 3: Tién hanh ky thudt
+ Thém 100 pl chuan VCAM-1 cho mdi giéng.
+ Thém 100 pl dung dich control 1:1 cho mdi giéng.
+ Thém 50 ul dung dich 1:1 khang thé khang VCAM-1 cho mdi giéng va u
trong 1 gid voi nhiét d§ phong 18 - 25 d9.
+ Rira 3 1an vé6i 300 pl dung dich rira.
+ Thém 100 pl dung dich HRP vao mdi giéng. Che phi va ¢ & nhiét do
phong trong 30 phut. Rira lai 3 1an ciing v6i 300 pl dung dich rira nhu lan 1.
+ Thém 100 pl Subromat Chromogen cho mdi giéng va u trong phong tbi
10 - 20 phut véi nhiét d6 phong, hodc cho dén khi mat d6 mau xanh ti vu.
+ Thém 100 ul dung dich dimg phan tmg vao mdi giéng. Két qua phai doc ngay
lap tirc hodc trong vong 1 gid, néu duoc giit trong phong ti v6i nhiét do 2-8 do.
+ Poc d6 hap phu trén phd quang ké tai budc song 450 nm (c6 thé doc tham
khao & budc song tir 610 - 650 nm)..
- Nhén dinh két qua
Gia tri tham khao: 40 - 1502 ng/ml [38].
2.2.4.4. Pinh lwong nong dp MCP-1 huyét twong
Dinh luong néng do MCP-1 duoc thuc hién tai khoa Sinh hoa Bénh vién
Trung wong Hué bang may EVOLIS Twin Plus.
- Nguyén ly
Dung k¥ thuat ELISA dé dinh lugng MCP-1. Ciing dya vao tinh dac hi¢u cua
khang nguyén - khang thé, theo phuong phap Sandwich. Cac giéng dugc phu boi
khang thé khang MCP-1. Cac mau huyét twong cua bénh nhan c6 khang nguyén
MCP-1 ciing duoc cho vao cac giéng, va chiing sé két hop véi khang thé phu trén
giéng. Tiép theo dung dich lién hgp HRP duoc thém vao. Sau khi 1 s& tao nén phirc
hop khéng thé - khang nguyén - khang thé. Ké theo d6 cac thanh phan khong két
hop sé& bi rira di. Co chat duoc thém vao s& phan ung véi khang thé khang MCP-1
lién hop HRP tao nén phirc hop mau. Panh gia cuong do mau cta phirc hop nay.
Cuong d6 mau ti I¢ thuan voi n@)ng do MCP-1 c6 trong mau huyét tuong bénh nhan

va dugc do ¢ budc song 450 nm.
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- Chuén bi
*Phuong tién, hoa chit
+ May phan tich ELISA
+ Thudc thir duoc cung cip boi hing DRG cia Duc (EIA-4857)
+ Pia phan Gmg (96 giéng)
+ Khang thé khang MCP-1 lién hop HRP
+ Dung dich chuan
+ Dung dich control mirc cao va thip
+ Dung dich rtra
+ Dung dich dém
+ Dung dich dung phan ung

- C4c buéc tién hanh

Buée 1: Ldy bénh pham

- Str dung huyét twong chdng dong bang EDTA hodc heparin.

- Huyét tuong dugc ly tim sém, tach tube c6 nap ddy, va bao quan & - 20°C dé
tranh mat hoat tinh sinh hoc MCP-1. (Néu mau duoc chay trong vong 24 gid thi c6
thé bao quan ¢ 2 - 8°C).

Bueée 2: Tién hanh kj thudt

- Chudn bi thuéc thir

Dua tat ca thude thir vé nhiét d6 phong trude khi sir dung.

a. Dung dich rua

Hoa 50 ml dung dich rira v6i 950 ml nude ct dé duge dung dich 1000 ml.

On dinh 30 ngay & nhiét d6 phong.

b. Dung dich dém

Hoa 5 ml dung dich dém véi 95 ml nuéde cat dé duoc dung dich 100 ml.

On dinh 30 ngay ¢ 2 - 8 °C.

c. Dung dich chuin

- Cho Iml nuéc cit vao lo chuan dé duoc dung dich chuan gdc (S7) c6 ndng

d6 2000 pg/ml, dé 10 - 30 phut, lic déu.
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- Hoa tiép nhiéu lan biang dung dich dém dé dwgc cac dung dich chuan
(S6->S1) voi cac nong do 1000 pg/ml; 500 pg/ml; 250 pg/ml; 125 pg/ml; 62,5
pg/ml; 31,2 pg/ml. SO 1a dung dich dém c6 ndng d6 0 pg/ml.

d. Dung dich control:

- Mtic thap: 150 - 350 pg/ml va muc cao: 1100 - 2400 pg/ml.

- Cho 150 pl nudc cit vao lo control, dé 10 - 30 phut, lic déu trude khi sir
dung. Bao quan ¢ - 20° C.

e. Khang thé khang MCP-1 lién hop HRP.

- Hoa HRP lién hop véi dung dich dém theo ti 1€ 1:100.

- Tién hanh

+ Rira cac giéng 2 1an v6i 400 pl dung dich rira cho mdi giéng trong mot lan rira.

+ Tiép theo nho 100 pul dung dich dém vao céac giéng tir S1 dén S7.

+ HGt 100 pl dung dich dém vao giéng SO.

+ H(t 80 pl dung dich dém vao giéng mau.

+ H{t 20 pul mau bénh nhan tiép vao cac giéng.

+ Thém 50 pl HRP lién hop vao cac giéng.

+ U trén may lac tc d6 400 vong/phut trong 120 phat & nhiét do phong.

+ Rira cac giéng 3 1an v6i 400 pl dung dich rira cho mdi giéng trong mot 1an rira.

+ H{t 100 pl co chat vao mdi giéng.

+ U trong 15 phut ¢ nhiét &6 phong, tranh anh sang.

+ HGt 100 pl dung dich dimg phan tmg vao mdi giéng.

+ Tién hanh doc ngay sau khi nhé dung dich dirng hoic trong vong 1 gio
néu cac giéng dugc bao quan ¢ 2 - 8 °C va tranh sang.

- Nhén dinh két qua

Gia tri tham khao: < 250 pg/ml [39].
2.2.4.5. Pinh lwong nong do D-Dimer huyét twong

Dinh lugng néng do D-Dimer dugc thuc hién tai khoa Huyét hoc Bénh vién
Trung wong Hué bang may EVOLIS.

- Nguyén ly

Dua vao k¥ thuat men tiéu phan.
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- Cac buéc tién hanh

Céc chét phan Gmg ctia D-Dimer va mau thir duoc 1ay theo cach sau:

- MAu thir va tit ca cac chat phan tmg can thiét cho mot xét nghiém duogc hut
vao trong nhing giéng khac nhau cta dng phan tng.

Mot hdn hop phan ting dugc hinh thanh béi mau hdn hop lodng va cac tiéu
phan tr duoc trang boi khang thé khang D-Dimer don dong trong giéng mau cua
6ng phan tng. Khi khang nguyén D-Dimer ngudi xuat hién trong miu, nd s& gin
1én céc tiéu phan tir dugc trang, hinh thanh nén phirc hop khang nguyén khang thé
trén tiéu phan ti.

- Khang thé khang D-Dimer: Phtic hop alkaline phosphatase duoc hat vao
trong giéng thir 2 cuia ng phan ung.

- Chét 1am sach D-Dimer dugc cho vao giéng thir 3 cua éng phan tng. Ngay
sau d6, ong phan ting dugc chuyén vao trung tam xu 1y bang may do xu 1y.

- Tai trung tAm xir Iy: Uc luong hdn hop phan tng chira cac tiéu phan tir va
phirc hop khang nguyén khang thé dugc chuyén vao bd phan khuon. Cac tiéu phan
tir s& gan khong thuan nghich véi cac khudn soi thuy tinh. Matrix cell duoc rira sach
dé loai bo nhimg chat khong bam vao cac tiéu phan ta. Khang thé khang khang thé
D-Dimer dugc phan phdi vao trong cac Matrix cell va két hop véi phirc hop khang
nguyén khang thé. Matrix cell dugc rira sach dé loai bo cac chat khong gan vao céac
tiéu phan tir. Chat nén 4-methylumbelliferyl phosphate dugc thém vao Matrix cell.
Phtrc hop ankaline phosphatase duoc danh ddu dé xac tic sy phan huy mot nhom
phosphate tir chat nén, tao ra chat huynh quang 4-methylumbelliferone. Chat huynh
quang nay dugc do bdi b phan huynh quang. Nhitng thong tin ma by phan nay
nhan dugc chuyén dén hé théng phan tich. Gia tri binh thudng ctia D-Dimer huyét
tuong 1 26 - 1500 ng/l. Gia tri D-dimer c6 thé khac nhau & cac phong xét nghiém
khac nhau.

- Nhén dinh két qua

Gid tri binh thuong ciia D-Dimer huyét twong 1a 26 - 1500 ng/l. Gi4 tri D-

dimer c6 thé khac nhau & cac phong xét nghiém khac nhau.
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2.2.4.6. Cdc xét nghiém Khac

TAt ca cac xét nghiém: Glucose, bach cau, tiéu cau, bilan lipid, ure, creatinin
duogc tién hanh 14y mau tinh mach 01 1an vao budi sang lac do6i. Cu thé, chung t6i
14y méu xét nghiém ngay ngay dau tién bénh nhan nhép vién. Cac xét nghiém nay
duoc thuc hién tai Bénh vién Pa khoa khu vuc Béng Son, Binh Dinh. Dinh lugng
bach cau, tiéu cau duge thuc hién trén may huyét hoc tu dong Sysmex KX-21. Dinh
lugng glucose, ure, creatinin, cholesterol toan phén, triglycerid, HDL-C, LDL-C
duoc thuc hién trén may SAT 600.

- Dinh luong tiéu cau, bach cau

Nguyén Iy may dung dung dich ly giai va pha lodng. Ly giai bach ciu trong
budng dém bach cau, pha loang hong cau trong buong dém hong cau. Sau d6 st dung

dién tré khang dé xac dinh so6 lugng kich thudc cac dong t€ bao ti€u cau, bach cau.

Gid tri binh thuong:
+ 86 luong ticu cau : 150 - 450 x 109/L.
+ S6 lugng bach cau :4-10x 10%/L.

- Dinh luong creatinin mdu
+ Creatinin dugc dinh lugng theo phuong phap cia Jaffé ma khong khir
protein. Lam nghiém phap creatinin két hop véi picrat trong hdn hop kiém tao thanh
phtrc hop ¢6 mau vang cam, sau d6 phtrc hgp nay dugc do qua may.
Gia tri binh thudng ctia creatinin mau ¢ nguoi trudng thanh:
+ Nam : 44 - 106 umol/L.
+ Nu : 35,4 - 97,24 umol/L.
- Pinh lwgng cholesterol toan phan
Cholesterol dugc xac dinh sau khi thuy phan va oxy-hoa boi enzym. Chi thi
mau quinoneimin dugc hinh thanh tr peroxid hydrogen va 4- aminoantipyrin hi¢n
dién trong phenol va peroxidase. Panh gia réi loan lipid mau theo khuyén céo cia

Ho6i Tim mach Quéc gia Viét Nam 2010 [12].

Xép loai:
+ Binh thuong : < 5,2 mmol/L.
+ Tang :>5,2 mmol/L.

53



- Binh luong triglycerid
Phuong phéap: Xét nghi€ém do mau st dung glycerol-3-phosphatoxidase.

Xép loai:
+ Binh thuong : < 1,9 mmol/L.
+ Tang : > 1,9 mmol/L.

- Dinh luwong cholesterol-HDL
Bao gdm 2 pha riéng bét. Pha 1, cholesterol tu do trong céc lipoprotein khong
HDL duogc hoa tan va dudi tac dung cua cholesterol oxydase, peroxidase sé tao mot
san pham khong mau. Pha 2, mot chit tdy dic hiéu cho HDL lam hoa tan HDL-
lipoprotein. HDL cholesterol dugc phong thich sé phan rng vdi cholesterol esterase,
cholesterol oxidase va hé théng chromogen dé tao mot phirc hgp mau xanh duong
va duoc do bang may quang phd & bude séng 600/700nm.
Xép loai:
+ Binh thuong : > 0,9 mmol/L.
+ Giam : < 0,9 mmol/L.
- Dinh luong cholesterol-LDL
Bao gSm 2 pha riéng biét. Pha 1, chat téy dac biét hoa tan cholesterl tir cac hat
lipoprotein khéng LDL. Pha 2, mdt chat tay giai phong cholesterol ra khoi céc
LDL-lipoprotein. Cholesterol dugc phong thich s€ phan tng véi cholesterol
esterase, cholesterol oxidase va hé thong chromogen dé tao mot phirc hgp mau xanh
duong va duoc do bang may quang phd ¢ bude séng 540/660nm.
Khi nong d6 triglycerid dudi 4,52 mmol/L, cholesterol-LDL dugc xac dinh
dua theo cong thuec:

[Cholesterol-LDL]

[Cholesterol toan phan] - [Cholesterol-HDL] -

[Triglycerid / 2,2]
Xép loai:
+ Binh thuong : < 3,4 mmol/L.
+ Tang : > 3,4 mmol/L.
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- Dinh lvong glucose mau

Lay mau tinh mach va dinh luong glucose mau lic déi theo phuong phap
Glucose Oxidase Phenol-Aminophenazone GOD PAP (nghiém phap quang phd
emzym) véi kit Glucose GOD FS (DiaSys). Pon vi biéu thi: mmol/L. Nguyén tic:
Pinh luong glucose sau khi oxy-héa bang glucose oxidase (GOD). Chat chi diém
sdc ky 1a quinoneimin, dugc san sinh tir 4-amino antipyrin va phenol bang peroxid
hydrogen dudi tic dung di hoa cia peroxidase. Panh gia ting glucose huyét theo

ADA 2013.

Xép loai:
+ Binh thuong : <5,6 mmol/L.
+ Tang : > 5,6 mmol/L.

2.2.5. Phwong phap xir Iy so liéu

Tat ca dir liéu duge dwa vao mdy vi tinh xtr 1y trén Excel 2010, phin mém
Medcalc version 9.0 két hop SPSS 22.0.
2.2.5.1. Phwong phdp xi¢ Iy sé liéu

- G tri cac chi s6 duoc trinh bay dudi dang trung binh + do I¢ch chuan, danh
gia su khac biét bang thong ké kiém dinh Test Student Fisher (t-test). Gia tri p 2
phia 0,05 dugc xem la c6 y nghia.

- Cac ty 1¢ trinh bay dudi dang phan trim (%) va kiém dinh sy khac nhau giita
2 hay nhiéu phan trim bang test chi-binh phuong (x2). Néu c6 20% 6 c6 tan sb ky
vong <5, dung phép kiém dinh chinh xac Fisher.

- So sanh cac trung binh cua cac bién dinh luong theo phan phdi chuan giita
nhiéu nhom.

- Tuong quan gitra 2 bién dinh luong dugc biéu thi bang hé sé r va kiém dinh
bang gia tri p (twong quan Pearson néu phan phdi chuin va twong quan Spearman
néu phan phbi khong chuan).

- Trong cac phan tich so sanh, néng d6 trung binh cua vWF, VCAM-1, MCP-1
va D-Dimer huyét twong duoc sir dung dé so sanh giita 2 nhém bénh va chimg.

- Xac dinh gi4 tri chin doan ctia mot diém cat gii han dya vao duong cong ROC
(Receiver Operating Characteristic curve). Trong dudng cong ROC, truc tung biéu thi
ty 18 duong that (d9 nhay), truc hoanh biéu thi ty 1¢ duong tinh gia (d6 dic hiéu).

95



Y nghia dién tich dudi duong cong ROC

->0,90 : Rat t6t (Excellent)

- 0,80 dén 0,90 : T6t (Good)

- 0,70 dén 0,80 : Trung binh (Fair)

- 0,6 ¢én 0,7 : Khong tét (Poor)

- 0,50 dén 0,60 : Khong c6 y nghia (Fail)

- So sanh Odds Ratio (OR) cta két hop cac nong d6 vWF, VCAM-1, MCP-1
va D-Dimer véi ting ndng do don doc trong danh gid nguy co nhdi méu nio, trong
tién luong d6 nang va dién tién nang.

- Phén tich hoi qui da bién bang phan mém Medcalc version 9.0 két hop véi
SPSS 22.0.

- X4y dyng mé hinh hoi qui da bién dé du bao tién lugng mirc d6 ning 1am
sang ldc vao vién va dién tién ning 1am sang theo ddi sau 48 gid & bénh nhan nhoi
mau nio cip.
2.2.5.2. Céng cu va biéu thirc thong ké

- Cac tri s6 duoc biéu thi bing trung binh + d6 1éch chuan (SD).

- Twong quan gitra cac chi s dugc biéu thi bang hé sb twong quan r.

Y nghia hé s6 twong quan r

+r<0,3 : Rat it twong quan
+r1r=0,3-<0,5: Tuong quan muc do vira

+1=0,5-<0,7: Tuong quan kha chat ché

+r=2>0,7 : Twong quan rat chit ché
+Néur (+) : Tuong quan thuan
+Néur (-) : Twong quan nghich

- Phuong trinh tuong quan tuyén tinh: Y =ax + b

- B6 nhay va d¢ dac hiéu:

+ DJ nhay (Sensitivity = Se): La kha ndng phat hién ding nhitng ngudi bi
bénh cua mdt xét nghi¢m.

Do nhay = a/atc
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+ Do dac hiéu (Specificity = Sp): La kha nang phat hi¢n dung nhiing ngudi

khong bi bénh cua mot xét nghiém.
Do dac hiéu = d/b+d

+ Gia tri du bao duong tinh (Positive Predictive Value: PPV) = a/atb

+ Gia tri du bao am tinh (Negative Predictive Value: NPV) = d/c+d

+ Duong tinh that (a): Chin doan c6 bénh ma ding 13 c6 bénh (d6 nhay)

+ Duong tinh gia (b): Chan doan bénh nhung that ra 1a khong cé bénh

+ Am tinh gia (c): Chan doan khong bénh nhung that ra 1 ¢6 bénh (d6 dic hiéu)

+ Am tinh that (d): Chéan doan khong bénh, ma ding 1a khong c6 bénh

- Gia tri OR = ad/be.

2.2.5.3. Cdich ddnh gid két qua nghién ciru

- Pinh lvong ndng d6 trung binh cac CCBSH: nhém bénh va nhom ching.

- Xac dinh gia tri chan doan cua to hop dua vao:

+ Gi4 tri diém cat g6i han chan doan (danh gia theo AUC).

+ Ty 1é bénh nhan ting trén diém cat gidi han.

+ Ty 1& bénh nhan ting trén ndng do trung binh nhém chimg.

+ P9 nhay, d6 dic hiéu cia to hgp vVWF, VCAM-1, MCP-1, D-Dimer.

- Khao sat gia tri tién luong dua vao phwong trinh hdi qui tuyén tinh da bién
va két qua ngudng tién luong.

- Panh gia mdi tuong quan giita ndong d6 cac CCOSH véi thang diém NIHSS
va Glasgow thyeo phuong trinh twong quan tuyén tinh va hé sb trong quan .
2.3. PAO PUC TRONG NGHIEN CUU

- P& cuong nghién ctru di dugc thong qua Hoi dong Y dirc phé duyét.

- Bénh nhan va/hoic gia dinh dugc giai thich day du va dong y tham gia
nghién ctru, cam két hop téc trong qua trinh nghién ciru. Bénh nhéan c6 quyén rat ra
khoi nghién ctru trong bat ky truong hop nao.

- Thong tin c4 nhan ciing nhu thong tin vé tinh trang stc khoe ciia bénh nhan

duogc bao mat hoan toan, chi c6 nguoi nghién ctiru mai co thé ti€p can.
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BN nghi bj TBMMN c3p

CCLVT s0 ndo

Chan dodn xAc dinh NMN cip

Can lam sang
Glucose, CTM, Ure,
Creatinin, Bilan lipid

Lam sang Glasgow,
Xét nghiém vWF, VCAM- NIHSS
1, MCP-1, D-Dimer

Dic iém chung BN NMN

Dac diém VW VCAM-1, MCP-1, D-Dimer

Gia trj chan doan to hop VI,

Theo doi sau 48 gio

Tién lwgng mikc ! Lién quan,
d6 ningLS Tién lwgng dién tién néng LS turong guan

So' @6 2.1 Mb hinh nghién ctru
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Chuong 3
KET QUA

Trong thoi gian tir thang 01 ndm 2015 dén thang 01 ndm 2016, tai bénh vién
DKKV Bong Son, chling t6i nghién ciru 50 bénh nhan nhdi mau ndo cap va 40
ngudi ching, c6 két qua nhu sau:

3.1. PAC PIEM CHUNG MAU NGHIEN CUU
3.1.1. Pic diém phan bo tudi va gi6i ciia nhém bénh va nhom chimg

Bang 3.1 Phin b vé tudi ciia nhém bénh va nhom chirng

Nhom nghién cuu Nhom bénh Nhom ching
Tuoi (n=50) (n=40) P

Tudi Nam 66,30 + 16,00 65,20 + 17,30 >0,05
B Nir 74,40 + 8,90 74,40 £ 9,50 >0,05
(X£SD) Chung 69,70 + 14,00 69,40 + 14,90 >0,05

Tudi 16n nhét 93 91

Tudi nho nhét 33 41

Nhan xé&t:

- Tuoi trung binh cua nam nhém bénh la 66,30 £ 16,00; caa nam nhom chirng
la 65,20 + 17,30.

- Tudi trung binh cua nir nhém bénh la 74,40 £ 8,90; cua nir nhom ching la
74,40 + 9,50.

- Tubi trung binh chung nhém bénh 69,70 £ 14,00 va tudi trung binh chung
cua nhom chung 1a 69,40 + 14,90.

- Khong co sy khéc biét co y nghia thong ké vé tudi trung binh chung cua 2
nhoém nghién ctru va ciing khong ¢ su khac biét c6 ¥ nghia thong ké vé tudi trung
binh ctia nam va tudi trung binh ctia nit p>0,05.

- Nhém bénh c6 tudi thap nhat 1a 33 tudi, tudi cao nhat 1a 93 tudi.

- Nhém ching tudi thap nhat 1a 41, tudi cao nhat 91.
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Bang 3.2 Phin bd vé gi6i cia nhém bénh va nhém chirng.

Nhom nghién cuou Nhom bénh Nhom ching
(n=50) (n=40) p
Gidi n % n %
Nam 29 58,00 22 55,00 >0,05
Nir 21 42,00 18 45,00 >0,05
Tong 50 100 40 100

Nhan xét:

- Nhém bénh ¢6 29 nam chiém 58% va 21 nit chiém 42%.

- Nhém chang ¢6 22 nam chiém 55% va 18 nir chiém 45%. Khéng cé su
khac biét c6 ¥ nghia théng ké vé gidi gitta nhém bénh va ching p > 0,05.

Bang 3.3 Phin bo theo nhém tudi ciia nhém bénh va nhém chirng

Nhom nghién ctru Nhom bénh Nhom chung
p

Nhom tudi n % n %
<50 2 4,00 4 10,00 >0,05
51-70 22 44,00 13 32,50 >0,05
>71 26 52,00 23 57,50 >0,05

Tong 50 100 40 100
Nhan xét:

- Nhom tudi < 50 ¢6 4% nhom bénh va co 4% nhom chimg.

- Nhom tudi 51 - 70 ¢6 44% nhém bénh va 32,5% nhém ching.

- Nhom > 71 ¢6 52% nhoém bénh va c6 57,5% nhom chung.

Khong c6 su khac biét c6 ¥ nghia théng ké giira cac nhom tudi cia nhém bénh

va nhém ching p>0,05.

60



3.1.2. Pic diém mét sb yéu td nguy co ciia nhém bénh

3.1.2.1. Yéu té huyét dp

Bang 3.4 Phan b6 d9 THA ciia nhém bénh.

HA THA (n=41)
Khong THA
(1=9) THA d6 1 THA d6 2 THA d6 3
n=
(n=13) (n=15) (n=13)
Gi6i n(%) n(%) n(%) n(%)
Nam 7(14,00) 5(10,00) 10(20,00) 9(18,00)
Nit 2(4,00) 8(16,00) 5(10,00) 4(8,00)
Téng 9(18,00) 13(26,00) 15(30,00) 13(26,00)
Nhan xét:

C6 18% bénh nhan khéng THA, 26% bénh nhan THA d6 1 (10% nam, 16% nix),
30% bénh nhan THA d6 2 (20% nam, 10% nir) va 26% THA d6 3 (18% nam, 8% nix).
Bang 3.5 Tri s6 HA ciia nhém bénh

Tri s6 HA HATT HATTr
p
Gioi (mmHg) (mmHg)
Nam 159,31 + 28,03 87,58 + 10,05
>0,05
Nir 156,19 + 23,99 87,14 + 10,75
Chung 158 + 26,72 87,40 + 10,84 >0,05
Nhan xét:

- V61 nhém bénh nhan NMN, HATT trung binh ctia nam 1a 159,31 + 28,03
mmHg, cua nir 1a 156,19 £ 23,99 mmHg. HATTr trung binh nam la 87,58 + 10,39
mmHg, cta nir l1a 87,14 + 10,75 mmHg.

- Khéng c6 su khac biét vé HATT va HATTr giira 2 giéi nam va nit p>0,05.
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3.1.2.2. Yéu t6 thuébc la

Bang 3.6 Phan b6 YTNC thuoc 14 ciia nhém bénh.

S6 bénh nhan
n Ty 1& % p
YTNC
Hut thudc 14 28 56,00
Khéng hut thude 14 22 44,00 >0,05
Téng 50 100
Nhan x&t:

C6 56% bénh nhan NMN hat thube 14, 44% khong hat thude 14. Khac biét
gitta 2 nhom khéng c6 y nghia thong ké p>0,05.
3.1.2.3. Yéu t6 uéng rwou

Bang 3.7 Phan b6 YTNC udng ruwou ciia nhém bénh.

S6 bénh nhan
n Ty 1€ % p
YTNC
Ubng rugu 22 44,00
Khéng ubng ruou 28 56,00 >0,05
Téng 50 100
Nhan xét:

Trong 50 bénh nhan NMN c6:

- 22 bénh nhan NMN udng ruou chiém ty 1& 44%.

- 28 bénh nhan NMN khong ubng rugu chém ty 1& 56%.
Khac biét giita hai nhém khong c6 ¥ nghia thong ké p>0,05.
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3.1.3. Pic diém 1am sang nhém bénh

Biang 3.8 Mitc d9 rodi loan y thirc theo thang diém Glasgow ltic vio vién.

Thang diém Glasgow (diém) n Ty 1€ % p
<10 15 30,00
10-15 35 70,00 <0,05
Trung binh (X £SD) 10,22 £ 1,85 100

+ Nhén xét: Pa s6 bénh nhan NMN c6 diém Glasgow ¢ muc 10 - 15 chiém
70% va Glassgow < 10 chiém 30% . Su khéc biét gitra muc do r6i loan y thuc tai

thoi diém nghién ctru ¢6 ¥ nghia théng ké p<0,05.

Bang 3.9 Mirc d6 niing IAm sang theo thang diém NIHSS hic vao vién.

Thang diém NIHSS (diém) n Ty 1& % p
1-4 2 4,00
5-14 27 54,00
15-20 15 30,00 <0,001
21-42 6 12,00
Trung binh (X +SD) 15,94 £ 8,73 100

Nhén xét: Thang diém NIHSS khi vao vién tir 1-4 diém chiém 4%, tir 5-14
chiém 54%, tir 15-20 chiém 30% va tir 21-42 chiém 12%. Sy khac biét thang diém
NIHSS theo cic mirc c6 ¥ nghia thong ké véi p < 0,001.
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3.1.4. Pic diém cin lAm sang nhém bénh

Bang 3.10 Dac diém lipid, glucose, creatinin, bach cau va tiéu cau ciia nhém bénh

Thong s n Ty 1& %
Cholesterol Tang cholesterol toan phan 25 50,00
toan phan (mmol/L) X +SD 6,07 £ 0,78
Triglycerid Tang triglycerid 13 26,00
(mmol/L) X£SD 3,24+ 134
Cholesterol Giam cholesterol HDL 23 46,00
HDL (mmol/L) XxSD 0,68 +£0,10
Cholesterol Tang cholesterol LDL 26 52%
LDL (mmol/L) X +SD 5,08 + 3,89
Glucose Tang glucose 20 40,00
(mmol/L) XxSD 7,14 + 2,75
Creatinin Tang creatinin 9 18,00
(mmol/L) X xSD 143,24 + 29,52
Bach ciu Ting bach cau 22 44,00
(x10°%/L) X +SD 12,69 + 2,87
Tiéu cau Tang tiéu cau 1 2,00
(x10°%/L) X +SD 588 + 00

Nhan xét: Ty 18 tang cholesterol toan phan 1a 50%, tang triglycerid 1a 26%,
giam cholesterol HDL 1a 46%, tang cholesterol LDL 1a 52%, tang glucose la 40%,

ting creatinin 1a 18%, ting bach cau 1a 44% va ting tiéu cau 1a 2%.
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Bang 3.11 Pic diém thé tich 6 tén thwong trén CNCLVT.

Thé tich ton thuong (cmd) n Ty 1&¢ % p
<30 n 15 30,00
X+SD 24,66 £ 2,21
<0,05
>30 n 35 70,00
X+SD 50,14 + 14,21

Nhan xét: C6 15 bénh nhan NMN c¢6 thé tich 6 ton thuong < 30cm?® chiém
30% va 35 bénh nhan co thé tich ton thuong > 30cm® chiém ty 18 70%. Khac biét
gitta 2 nhom c6 ¥ nghia théng ké p<0,05.

3.2. NONG PQ vWF, VCAM-1, MCP-1 VA D-Dimer HUYET TUONG
3.2.1. Nong d9 trung binh vWF, VCAM-1, MCP-1, D-Dimer huyét twong ciia
nhém bénh va nhom chirng

Biang 3.12 Nong do trung binh vWF, VCAM-1, MCP-1 va D-Dimer huyét

twong cia nhom bénh va nhém chirng.

Nhom nghién cuou Nhom bénh Nhom chirng
CCbSH (n=50) (n=40) P
VWF (Mu/ml) X + SD 176,03 + 18,11 148,98 £ 19,04 | <0,001
VCAM-1 (ng/ml) X £ SD 53,87 £ 3,35 43,64 + 4,36 <0,001
MCP-1 (pg/ml) X + SD 357,47 £111,07 | 190,88 +51,66 | <0,001
D-Dimer (ng/ml) X £ SD 1016,72 £ 524,06 | 329,40 +£90,17 | <0,001

Nhan xét: Nong do huyét twong trung binh ctia 2 nhém bénh va nhém chimg:
Cua vWF bénh 176,03 £ 18,11 Mu/ml, chiing 148,98 &+ 19,04 Mu/ml, cia VCAM-1
nhém bénh 53,87 + 3,35 ng/ml, nhdm ching 43,64 + 4,36 ng/ml, cia MCP1 nhém
bénh 357,47 £ 111,07 pg/ml, nhom chimg 190,88 + 51,66 pg/ml va cta D-Dimer
nhém bénh 1016,72 + 524,06 ng/ml, nhom ching 329,40 + 90,17 ng/ml.

- Nong do trung binh 4 CCPSH nhém bénh déu cao hon nhém chimg. Khac
biét c6 ¥ nghia thong ké p<0,001.
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3.2.2. Nong dd trung binh vWF, VCAM-1, MCP-1, D-Dimer huyét twong theo gi¢i
Bang 3.13 Nong d¢ trung binh vWF, VCAM-1, MCP-1, D-Dimer huyét twong

theo gioi
Nhom bénh Nhom ching
Thong s6 | Gi6i (n=50) (n=40) p
n X+SD n X+SD

VWF Nam | 29 172,71 + 22,71 22 | 150,28 +20,39 |<0,001*
(Mu/ml) | N&x | 21 180,62 + 6,57 18 | 147,39+17,70 | <0,001
VCAM- | Nam | 29 54,31 + 2,27 22 44,18 + 4,33 | <0,001*
1(ng/ml) | Nir | 21 53,28 £ 4,43 18 42,97 +4,44 | <0,001*

MCP-1 | Nam | 29 | 356,69 + 125,17 22 | 184,27 £60,07 | <0,001
(pg/ml) | N | 21 358,54 + 91,05 18 | 198,97 £39,22 | <0,001
D-Dimer | Nam | 29 | 978,03 +£513,46 22 | 343,23+76,73 |<0,001*
(ng/ml) | N&r | 21 | 1070,14 £546,43 | 18 | 312,50 + 104,06 | <0,001*
*Mann-Whitney Test
Nhan xét:

Nong do trung binh ctia 2 nhom bénh va nhém ching & nam gidi:

- B6i voi vWE: bénh 172,71 + 22,71 Mu/ml, ching 150,28 + 20,39 Mu/ml.

- Pbi véi VCAM-1: bénh 54,31 £2.27 ng/ml, ching 44,18 + 4,33 ng/ml,

- P6i v6i MCP-1: bénh 356,69 + 125,17 pg/ml, chiing 184,27 + 60,07 pg/ml,

- Péi v6i D-Dimer: bénh 978,03 + 513,46 ng/ml, chimg 343,23 + 76,73 ng/ml.

O nam gidi tit ca 4 CCPSH ciia nhém bénh déu cao hon nhém ching cé y
nghia thong ké p<0,001.

Tuong tu ndng do trung binh cia 2 nhém bénh va ching ¢ nit gidi:

- B6i voi vWE: bénh 180,62 + 6,57 Mu/ml, chting 147,39 + 17,70 Mu/ml.

- Pbi véi VCAM-1: bénh 53,28 + 4,43 ng/ml, ching 42,97 + 4,44 ng/ml,

- P6i v6i MCP-1: bénh 358,54 + 91,05 pg/ml, chimg 198,97 + 39,22 pg/ml,

- B6i véi D-Dimer: bénh 1070,14 £ 546,43 ng/ml, chiing 312,50 + 104,06 ng/ml.

Tuong tu & nit gidi tit ca 4 CCDSH cua nhém bénh déu cao hon nhom chimng
c6 ¥ nghia théng ké p<0,001.
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3.2.3. Nong d6 trung binh vWF, VCAM-1, MCP-1, D-Dimer huyét twong ciaa
nhém bénh theo gidi.
Mau nghién ciru chung toi c6 50 bénh nhan NMN, gém 29 bénh nhan nam va
21 bénh nhén nir, phan tich néng d6 trung binh huyét twong ctia cac CCDSH vWE,
VCAM-1, MCP-1, D-Dimer theo giéi c6 két qua:
Bang 3.14 Nong d¢ trung binh vWF, VCAM-1, MCP-1, D-Dimer huyét twong

ciia nhom bénh theo gisi

Nhom nghién ctru | Nhém bénh nam Nhom bénh nir
CCbSH (n=29) (n=21) P
VWF (Mu/ml) X+SD | 172,71+£22,71 180,62 + 6,57 >0,05
VCAM-1 (ng/ml) | X+SD 54,31 + 2,27 53,28 + 4,43 >0,05

MCP-1 (pg/ml) X +SD | 356,69 +12517 | 358,54 + 91,05 >0,05

D-Dimer (ng/ml) X+SD | 978,03 +513,46 | 1070,14 + 546,43 >0,05

+ Nhan xét:

Nong d6 trung binh ctia nam va nit nhom bénh:

- Pbi véi VWF: nam 172,71 + 22,71 Mu/ml, nit 180,62 + 6,57 Mu/ml.

- B6i voi VCAM-1: nam 54,31 + 2,27 ng/ml, nir 53,28 + 4,43 ng/ml.

- P6i v6i MCP-1: nam 356,69 + 125,17 pg/ml, nir 358,54 + 91,05 pg/ml.

- Pi véi D-Dimer: nam 978,03 + 513,46 ng/ml, nir 1070,14 + 546,43 ng/ml.

Tat ca déu khong khac biét ¢ ¥ nghia thong ké vé ndng do trung binh huyét
tuong gilra 2 gidi nam va nir p>0,05.
3.2.4. Nong dd trung binh vWF, VCAM-1, MCP-1, D-Dimer huyét twong ciia
nhém bénh va chirng theo nhém tudi

Dua theo sy phan chia cua 03 nhém tudi < 50, nhém 51 - 70 va nhém > 71
tu6i. Phan tich ndng do trung binh huyét trong cta 4 chat chi diém sinh hoc nay c6

két qua nhu sau:
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Bang 3.15 Nong d¢ trung binh VWF huyét twong theo nhém tudi.

Nhom nghién Nhom bénh Nhoém chung
clru (n=50) (n=40) p
Nhom tubi X £ SD (Mu/ml) X £ SD (Mu/ml)
<50 2 179,75 + 10,68 4 159,15+ 17,70 | >0,05
51-70 22 177,86 + 5,48 13 | 141,32+17,21 | <0,001
>71 26 | 174,19+2461 | 23 | 151,54+1945 | <0,001
Téng 50 | 176,03 +18,11 | 40 | 148,98 +19,04
Nhan x&t:

- Nong @6 vWF huyét twong ctia nhém bénh <50 ¢6 ting cao hon nhom ching

nhung khac biét khong co y nghia théng ké p>0,05.

- Nong do vWF huyét twong ctia nhém bénh ¢ 2 nhém tudi 51-70 va > 71 déu

tang cao hon nhém ching va déu khéac biét c6 ¥ nghia thong ké p<0,001.
Bang 3.16 Nong dd trung binh VCAM-1 huyét twong theo nhém tudi

Nhom nghién Nhoém bénh Nhom chirng
clru (n=50) (n=40) p
Nhom tudi X+SD (ng/ml) | n | X+SD (ng/ml)

<50 2 53,20 + 0,14 4 4535+184 | >0,05
51-70 22 54,01 + 2,31 13 | 42,38+4,81 | <0,001

>71 26 | 5381+418 | 23 | 44,05+4,36 | <0,001
Tong 50 | 53,87+3,35 | 40 | 43,64+4,36 | <0,001

Nhan xét:

Nong d6 VCAM-1 huyét twong ctia nhom bénh déu ting cao hon nhom chimg

& 2 nhém tudi 51-70 va > 71 va déu khac biét co y nghia thong ké p<0,001.

Bang 3.17 Nong dd trung binh MCP-1 huyét twong ciia theo nhém tudi.

Nhém nghién Nhom bénh Nhom ching
ctru (n=50) (n=40) p
Nhom tudi n | X=+SD (pg/ml) X + SD (pg/ml)
<50 2 | 35456+12958 | 4 215,44 + 74,83 | >0,05
51-70 22 | 339,15+113,37 | 13 | 183,50+58,78 |<0,001
>71 26 | 373,19+110,27 | 23 | 190,79 +44,05 |<0,001
Tong 50 | 357,47 +111,07 | 40 | 190,88+51,66 |<0,001
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Nhan xét:

- Nong do trung binh MCP-1 huyét twong ctia nhém bénh <50 tudi c6 cao hon
nhoém chimg nhung khac biét khong c6 ¥ nghia thong ké p>0,05.

- Nong d6 trung binh MCP-1 huyét trong ciia nhém bénh déu ting cao hon
nhém ching & 2 nhém tudi 50-70 va > 71.

Khac biét co y nghia thong ké p<0,001.

Bing 3.18 Nong do trung binh D-Dimer huyét twong theo nhom tudi.

Nhom nghién Nhom bénh Nhom chung
ciru (n=50) (n=40) 0
Nhom tudi n | X+SD(ng/ml) | n | X=#SD (ng/ml)
<50 2 616 = 234,76 4 339,25 £ 46,50 >0,05
51-70 22 1105,55 £ 548,95 |13 347,69 £ 110,25 <0,001
>71 26 972,38 £511,00 |23 317,35 £ 84,38 <0,001
Téng 50 1016,72 £ 524,06 | 40 329,40 £ 90,17 <0,001
Nhan xét:

- Nong d6 trung binh D-Dimer huyét twong ctia nhém bénh <50 tudi co cao
hon nhém chirg nhung khac biét khéng c6 ¥ nghia thong ké p>0,05.

- Nong d6 trung binh D-Dimer huyét twong ctia nhém bénh cao hon nhém
chting ¢ 2 nhém tudi 50-70 va > 71. Khac biét c¢6 ¥ nghia thong ké p<0,001.
3.2.5. Nong dd cac chat vWF, VCAM-1, MCP-1 va D-Dimer huyét twong theo
mot so yéu td nguy co

C6 rat nhiéu yéu t6 nguy co cia NMN, trong pham vi dé tai ndy chiing t6i chi
phan tich néng dd cac CCPSH & cac bénh nhan ¢ hat thude 14, ¢o uéng ruou va

nhom bénh nhén co ting huyét ap
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Bang 3.19. Nong d6 vWF, VCAM-1, MCP-1 va D-Dimer huyét twong & nhém

bénh nhan c6 hit thudc 14 va nhém khong hut thude 14.

Nhom bénh . .
Khong hut thude C6 hut thuoc
p
la (n=22 n=28
CCbSH ( ) ( )
vWF Trung binh 180,22 172,74
i >0,05
(Mu/ml) Do 1éch chuan 6,68 23,13
VCAM-1 Trung binh 53,39 54,26
i >0,05
(ng/ml) Do 1éch chuan 4,35 2,30
MCP-1 Trung binh 358,25 356,85
i >0,05
(pg/ml) Do 1éch chuan 88,87 127,46
D-Dimer Trung binh 1065,77 978,18 0.05
> 1
(ng/ml) Do léch chuan 533,66 522,87
Nhan xét:

Nong d6 vWE, VCAM-1, MCP-1 va D-Dimer huyét twrong & nhém bénh nhan
c6 hut thube 14 va nhom khong hit thude 14 khong khac biét nhau p>0,05.
Bang 3.20 Nong do vVWF, VCAM-1, MCP-1 va D-Dimer huyét twong é nhém

bénh nhin c6 udng ruwou va nhém khong udng rwou.

Nhoém bénh . .
Khong udng C6 uong rugu
Y
ruou (n=28 n=22
CCDSH yu (n=28) (n=22)
VWF Trung binh 179,81 171,21
i >0,05
(Mu/ml) Do 1éch chuan 6,34 25,89
VCAM-1 Trung binh 53,71 54,08
i >0,05
(ng/ml) Do 1éch chuan 4,14 2,00
MCP-1 Trung binh 357,74 357,12
i >0,05
(pg/ml) Do 1éch chuan 95,26 130,84
D-Dimer Trung binh 1081,75 933,95 0.05
> )
(ng/ml) | Do léch chuan 505,08 545,36
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Nhan xét:

- Nong do trung binh VWF huyét twong & bénh nhan c6 ubng ruou 1a 179,81
Mu/ml, c6 cao hon nhom khong uéng rugu la 171,21 Mu/ml. Nhung khac biét
khéng c6 ¥ nghia théng ké p>0,05.

- Nong do trung binh VCAM-1 va MCP-1 huyét tuong & nhém bénh nhan ¢6
ubng rugu va nhém khong ubng ruou 1a twong duong nhau p>0,05.

- Nong d6 trung binh D-Dimer huyét tvong ¢ nhém bénh nhan c6 udng rugu
la 1081,75 ng/ml, c6 cao hon nhom khong udng rugu 13 933,95 ng/ml. Nhung khéc
biét khong ¢ y nghia théng ké p>0,05.

Bang 3.21 Nong d6 vWF, VCAM-1, MCP-1 va D-Dimer huyét twong é nhém
bénh nhan THA va nhom khong THA.

Nhom bénh Khéng THA THA
P
CCbSH (n=9) (n=41)
vVWF Trung binh 178,73 175,44
- >0,05
(Mu/ml) Do 1éch chuan 7,97 19,67
VCAM-1 Trung binh 51,53 54,39
- >0,05
(ng/ml) Do 1éch chuan 6,27 2,09
MCP-1 Trung binh 317,98 366,14
- >0,05
(pg/mil) Do 1éch chuan 105,44 111,63
D-Dimer Trung binh 1252,33 1072,60
- >0,05
(ng/ml) Do 1éch chuan 401,82 389,82
Nhan xét:

- Nong do trung binh cia 4 CCDSH VWF, VCAM-1, MCP-1 va D-Dimer
huyét twong & nhém bénh nhan THA va nhom khong THA 1a khong khac biét nhau
c¢6 ¥ nghia théng ké p>0,05.

3.3. GIA TRI CHAN POAN CUA TO HQP CCPSH VWF, VCAM-1, MCP-1,
D-Dimer O BENH NHAN NMN CAP

Dé xac dinh gia tri chan doan cua to hop 4 CCBDSH VWF, VCAM-1, MCP-1
va D-Dimer, chung t6i dura vao céc két qua:
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- Piém cit giéi han (Piém cét chian doan, diém cit c6 gia trj téi wu dé chan
doéan bénh).

- Ty 18 s6 bénh nhan NMN c6 ndng d6 huyét twong ting trén nong do diém cit
chén doan.

- Ty 1é bénh nhan NMN c6 ndng d6 huyét twong ting trén nong do trung binh
so vo1 nhom chirng.

- Két qua do nhay, do dic hi¢u cua td hop.
3.3.1. Ty 1&¢ BN NMN c6 ndng d0 vWF, VCAM-1, MCP-1, D-Dimer huyét
twong ting trén diém cit chin doan

Phén tich gia tri diém cat gidi han (gia tri t6i wu dé chan bénh), do nhay, do
dic hiéu va dién tich dudi dudng cong cua tirng chat chi diém sinh hoc c6 két qua:

Bang 3.22 Gia tri diém cat giéi han cia VWF, VCAM-1, MCP-1, D-Dimer
huyét twong trong chian doan NMN cép.

Diém cit | Do nhay | D0 dac Khoang tin
AUC p
gidi han | Se (%) |hiéu (%) cay 95%
VWF (Mu/ml) >169 94,00 90,00 | 0,960 | 0,896-0,990 |<0,001

VCAM-1 (ng/ml) | >49,60 98,00 97,50 | 0,983 | 0,930-0,999 |<0,001

MCP-1 (pg/ml) | >247,62 | 84,00 | 97,50 | 0,925 | 0,849-0,970 |<0,001

D-Dimer (ng/ml) >425 96,00 92,50 | 0,984 | 0,932-0,999 |<0,001

Nhan xét: Gia tri chan doan bénh cua vVWF, VCAM-1, MCP-1, D-Dimer déu
rat cao vi cac diém cat t6i uu dé chan doan déu c6 AUC trén 0,9 (rat tot).

Diém cit t6i uu dé chan doan bénh cua vWF 1a >169 Mu/Mml (d6 nhay 94%,
d6 dic hiéu 90%). Piém cat t6i vu dé chan doan bénh cia VCAM-1 la > 49,60
ng/ml (d6 nhay 98%, d6 dic hiéu 97,5%). Diém cit tdi uu dé chan doan bénh cia
MCP-1 1a > 247,72 Pg/ml (d6 nhay 84%, d6 dic hiéu 97,5%)

Va diém cét t6i wu dé chan doan bénh cua D-Dimer 1a >425 ng/ml (d6 nhay
96%, do dic hiéu 92,5%)
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Biéu d6 3.1 Piém cit giéi han, d) nhay, d§ dic hiéu,
ciia VWF, VCAM-1, MCP-1, D-Dimer huyét twong.
Bang 3.23 Ty 1¢ BN NMN c¢6 ndng d0 VWF, VCAM-1, MCP-1, D-Dimer huyét

twong ting trén diém cit chan doan

Nhom bénh Nhom bénh (n=50)

CCDbSH (n) Ty 1€ (%)
VWF Cé tang 47 94,00
(>169 Mu/ml) Khong tang 3 6,00
VCAM-1 Cé tang 49 98,00
(>49,60 ng/ml) Khong tang 1 2,00
MCP-1 Cé tang 42 84,00
(>247,62 pg/ml) Khong tang 8 16,00
D-Dimer Cé tang 48 96,00
(>425 ng/ml) Khong tang 2 4,00

Nhan xét: D6i véi vWF ¢ 94% bénh nhan NMN tang trén diém cat chan doan
> 169 Mu/ml

- P6i voi VCAM-1 ¢6 98% bénh nhan NMN ting trén diém cit chan doan
> 49,60 ng/ml.

- P6i v6i MCP- c6 84% bénh nhan NMN ting trén diém cat chan doan
> 247,62 pg/ml.

- P6i v6i D-Dimer ¢6 96% bénh nhan NMN ting trén diém cét chan doan
> 425 ng/ml.
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3.3.2. Ty 1¢ bénh nhan NMN c6 ndng d6 VWF, VCAM-1, MCP-1, D-Dimer
huyét twong ting trén nong do trung binh ciia nhém chirng
Bang 3.24 Ty 16 BN NMN c6 néng dé VWF, VCAM-1, MCP-1, D-Dimer huyét

twong ting trén nong d trung binh ciia nhém ching

Két qua Nhoém bénh (n=50)
CCDbSH (n) Ty 1€ (%)
Cé tang 49 98,00
vWF
Khong tang 1 2,00
Cé tang 49 98,00
VCAM-1
Khong tang 1 2,00
Cé tang 49 98.00
MCP-1
Khong tang 1 2,00
. Cé tang 50 100
D-Dimer
Khong tang 0 0
Nhan xét:

- D6i voi vWF 6 98% bénh nhan NMN ting trén nong d6 TB ctia nhém chimg.

- P6i voi VCAM-1 ¢6 98% bénh nhan NMN ting trén ndng do TB ciia nhém chimg.

- P6i voi MCP-1 ¢6 98% bénh nhan NMN ting trén ndng d6 TB ctia nhom chimg,

- P6i voi D-Dimer ¢6 100% bénh nhan NMN ting trén néng do TB ciia nhom chiing.
Bang 3.25 Ty 16 BN NMN c¢6 ndng d0 vWF, VCAM-1, MCP-1, D-Dimer huyét

twong ting trén nong dd trung binh cua nhém bénh, theo s6 CCDSH

Két qua Nhém bénh (n=50)
CCDSH (n) TV I %
Co tang 50 100
Tang 1 CCDSH
Khong tang 0 0
Co tang 50 100
Tang 2 CCDSH
Khong tang 0 0
Co tang 50 100
Tang 3 CCDSH
Khong tang 0 0
Co tang 47 94,00
Tang 4 CCDSH
Khong tang 3 6,00
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+ Nhan xét:

- C6 100% BN NMN ting 1 CCPSH (so v6i néng do TB ctia nhom ching)

- C6 100% BN NMN ting 2 CCDSH (so v6i nong d6 TB ciia nhom chimng)

- C6 100% BN NMN ting 3 CCDSH (so v6i nong d6 TB ciia nhom chimng)

- C6 94% BN NMN ting 4 CCDSH (so v6i ndng d6 TB ciia nhom chimg)
3.3.3. P9 nhay, dd dic hiéu cia té hop vVWF, VCAM-1, MCP-1, D-Dimer trong
chian doan NMN cép

Bing 3.26 Do nhay, do dic hiéu ciia t6 hgp vWF, VCAM-1, MCP-1, D-Dimer
trong chin doan NMN cép

, Se Sp PPV NPV
T6 hop 95% CI 95% ClI
(%) (%) (%) (%)
vVWF VCAM-1
95,83 191,15 -98,45| 90,48 | 89,95-94,98 | 92,00 95,00
MCP-1
vWF VCAM-1
94,74 | 89,99-97,70 | 94,92 89,26 96,00 93,33
D-Dimer
vWF MCP-1
94,45 | 89,42-97,59 | 89,80 | 82,87-94,35 | 91,33 93,33
D-Dimer
VCAM-1 MCP-1
95,23 | 92,08-98,88 | 91,27 | 84,92-95,56 | 92,67 95,83
D-Dimer
vWF VCAM-1
MCP-1 95,38 191,42 -97,87| 91,52 | 86,17 - 95,28 | 93,00 94,37
D-Dimer

Nhan xét:

- Khi két hop thanh t6 hop 3 CCPSH thi t6 hgp: VCAM-1, MCP-1, D-Dimer
c6 gia tri chan doan cao nhét (d6 nhay 95,23% dic hiéu 91,27%).

- Khi két hop thanh t6 hop 4 CCDSH thi t6 hop: vWF, VCAM-1, MCP-1, D-
Dimer, c6 gia tri chan doan cao nhat so véi tit ca voi do nhay 95,38%; d6 dac hi¢u

91,52%; gia tri dy bdo duong tinh 93% va du bao am tinh 94,37%.
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3.4. TIEN LUQNG NHOI MAU NAO CAP
Pé du bao tién luong chung t6i phan tich & 02 thoi diém:
- Luc vao vién: Murc do nang 1am sang luc vao vién.
- Sau 48 gid: Dién tién ning 1am sang theo ddi sau 48 gio.
Cin ctr dénh gia dya vao thang diém NIHSS.
3.4.1. Tién lwogng mirc do ning 1am sang lic vao vién
Dé du bao tién lugng mirc d6 ning 1am sang lic vao vién, chdng toi phan tich
dua vao néng do cac CCbSH vWF, VCAM-1, MCP-1, D-Dimer cua 2 nhom co
diém NIHSS < 14 va nhém NIHSS > 14 diém.
Bang 3.27 Tinh trang ning lam sang hic vao vién va dién tién ning 1am sang

theo dBi sau 48 gid, danh gia theo thang diém NIHSS

Thang diém Luc vao vién Sau 48 gio
NIHSS n Ty 18 % p n Ty 16 % p
1-4 diém 2 4% 3 6%
5-14 diém 27 54% 24 48%
: p<0,001 p<0,001
15-20 diém 15 30% 9 18%
21-42 diém 6 12% 14 28%
Tong 50 100% 50 100%

Nhan xét: LUc vao vién c6 4% bénh nhan diém NIHSS tir 1-4, ¢6 54% bénh
nhan diém NIHSS tir 5-14, c6 30% bénh nhan diém NIHSS 15-20 va c6 12% bénh
nhan diém NTHSS tir 21-42.

Dién tién ning theo ddi sau 48 gid c6 6% bénh nhan diém NIHSS tir 1-4, c6
48% bénh nhan diém NIHSS tir 5-14, ¢6 18% bénh nhan diém NIHSS tir 15-20 va
6 28% bénh nhan diém NIHSS tir 21-42.

Co su khéc biét vé muc do nang lam sang lic vao vién danh gia theo thang
diém NIHSS voi p<0,001 va dién tién ning 1am sang theo ddi sau 48 gid voi
p<0,001.
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3.4.1.1. Nong dé ciia vWF, VCAM-1, MCP-1 va D-Dimer huyét twong theo mirc

d¢ nang ldm sang 1Uc vao vién (nhém lam sang nhe va ndng)

Bang 3.28 Nong d trung binh vWF, VCAM-1, MCP-1 va D-Dimer huyét

twong theo mirc do ning lam sang lic vao vién danh gia theo NIHSS

Nhom bénh | Lam sang nhe | Lam sang nang
NIHSS < 14 NIHSS > 14 P
CCbSH (n=29) (n=21)
VWF Trung binh 173,11 180,06
: >0,05
(Mu/ml) D¢ 1éch chuan 23,09 5,28
VCAM-1 Trung binh 53,53 54,14
: >0,05
(ng/ml) Do 1éch chuan 1,82 4,76
MCP-1 Trung binh 287,67 453,63
: <0,001
(pg/ml) Do 1éch chuan 64,47 87,25
D-Dimer Trung binh 787 1333,95
: <0,001
(ng/ml) D¢ 1éch chuan 393,95 522,86

* Mann-Whitney Test

Nhan xé&t:

Nong d6 trung binh MCP-1 va D-Dimer huyét twong ctia nhom lam sang

ning lac vao vién (NIHSS > 14) déu ting cao hon nhém ldm sang nhe (NIHSS <

14). Khac biét c6 ¥ nghia thong ké véi p<0,001.
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3.4.1.2. Té hop vWF, VCAM-1, MCP-1, D-Dimer trong dinh gid mirc dj ning
I[am sang lUc vao vién
Duya vao diém cit ctia 2 nhom 1am sang nhe va 1am sang ning lic vao vién,
c6 két qua t6 hop vWF, VCAM-1, MCP-1, D-Dimer trong danh gid muc d ning
lam sang luc vao vién cia NMN cap nhu sau:
Bang 3.29 Té hop vWF, VCAM-1, MCP-1, D-Dimer trong d4nh gia mirc dd

ning lam sang lic vao vién cia NMN cap

Diém cit Se (%) | 95%Cl [Sp (%) 95% ClI PPV | NPV

DPiém cit 66,67 |43,03-85,41| 74,07 |53,72 - 88,89| 66,67 | 68,97

vVWF >179 Mu/ml

Diém cit VCAM-1| 62,50 |35,43-84,80| 67,65 49,47 - 82,61| 47,62 | 79,31

>54,7 ng/ml

Piém cit MCP-1 | 91,30 [71,96-98,93| 100 | 87,23-100 | 100 | 93,10

>369,18 pg/ml

Piém cat 65,52 [45,67 - 82,06| 90,48 (69,62 - 98,83| 90,48 | 65,52
D-Dimer
>761 ng/ml

T hop 70,33 |59,84 - 79,45| 81,65 |73,09 - 84,42| 76,19 | 76,72
Nhan xét:

Khi phdi hop thanh mét t6 hop 4 chat chi diém sinh hoc vWF, VCAM-1,
MCP-1, D-Dimer thi gia tri tién [wong mirc do nang lam sang lic vao vién cua bénh
nhan NMN cép la:

- b6 nhay 70,33%, d¢ dac hi¢u 81,65%.

- Gia tri dy bdo duong tinh 76,19%.

- Gia tri du bdo am tinh 67,93%. OR=0,97, P>0,05.
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Biéu dd 3.2 So sanh @9 nhay, d6 dic hiéu ciia VWF, VCAM-1, MCP-1 va D-
Dimer trong danh gia mirc d§ ning lam sang lic vao vién
3.4.1.3. Phwong trinh dw bao mirc dp nang lam sang lic vao vién
bé xé4c dinh phuong trinh du bao mirc d6 nang lam sang lac vao vién ching
t6i tién hanh thiét 1ap phuong trinh hdi qui tuyén tinh don bién va phuong trinh hoi
qui tuyén tinh da bién tir cac yéu té co lién quan, c6 tiém ning du bdo tién luong
mirc d6 niang 1am sang bao gdm: Tubi, thang diém Glasgow va cac thong s HATT,
HATTT, glucose, tiéu cau, bach cau, thé tich 6 nhdi mau, bilan lipid, creatinin va
ndng do huyét twong 4 CCDSH vWF, VCAM-1, MCP-1, D-Dimer.
- Phén tich hoi qui tuyén tinh don bién, da bién, danh gia tién lwong mirc
d6 niing 1am sang hic vao vién ctia bénh nhan NMN céap
Trong nhom bénh nhan NMN chiing t6i nghién ctru, lic vao vién ¢6 21
bénh nhan ning (NIHSS > 14) va ¢6 29 bénh nhan nhe (NIHSS < 14). Tién hanh so
sanh gitra 2 nhom tim cac yéu t6 c¢6 khac biét, c6 ¥ nghia.
Két qua cac yéu t6 lién quan dén mirc do ning 1am sang luc vao vién danh

gia theo thang diém NIHSS nhu sau:
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Béang 3.30 Cac yéu to lién quan dén mirc dg nang lam sang lic vao vién danh

gi4 theo thang diém NIHSS

Nhém bénh NIHSS>14 NIHSS<14
Céc thong sb (n=21) (n=29) P
Tudi 69,62 + 13,68 69,85 + 13,97 >0,05
Piém Glasgow 9,04 +1,93 11,06 + 1,17 <0,05
HATT lic vao (mmHg) 158,09 + 23,79 157,93 + 29,07 >0,05
HATTY lic vao (mmHg) 88,09 + 11,23 86,89 + 10,38 >0,05
Glucose (mmol/L) 5,25+ 0,96 6,10 + 2,62 >0,05
Tiéu cau (mmol/L) 215,04 + 105,48 205,65 + 105,48 >0,05
Bach cau( x 10/L) 10,02 + 3,41 9,80 + 3,31 >0,05
Thé tich 6 NMN cm® 47,38 + 12,80 40,00 + 19,95 >0,05
CHOL (mmol/L) 5,06 + 0,91 5,26 + 1,31 >0,05
TG (mmol/L) 1,63+ 1,04 1,91 + 11,90 >0,05
HDL-C (mmol/L) 0,90 + 0,24 0,87 £ 0,23 >0,05
LDL-C (mmol/L) 4,47 + 4,54 3,64 +1,02 >0,05
Creatinin (umol/L) 80,80 + 28,53 87,45 + 34,71 >0,05
VWF (Mu/ml) 180,06+5,28 173,11+23,09 >0.05
VCAM-1 (ng/ml) 54,14 + 4,76 53,53 + 1,82 >0,05
MCP-1 (pg/ml) 453,63 + 87,25 287,67 + 64,47 <0,001
D-Dimer (ng/ml) 1333,95 + 522,86 787 + 393,95 <0,001

Nhan xét:

Piém Glasgow ltc vao vién, MCP-1 va D-Dimer huyét twong 1a khac biét c6
¥ nghia thong ké, co6 tiém ning du bao tién luong mirc d6 ning 1am sang lic vao
vién cua bénh nhan NMN cép.

Tién hanh phan tich hdi qui tuyén tinh don bién c6 két qua sau:
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Bang 3.31 Két qua phan tich hdi qui tuyén tinh don bién cac yéu té c6 tiem

ning du bao mirc d§ ndng lam sang lic vao vién danh gia theo NIHSS.

Bién sb B SE R2 p
Pi¢m Glasgow 1,9126 0,3382 0,2552 <0,001
MCP-1 (pg/ml) -0,7758 0,1616 0,5553 <0,001

D-Dimer (ng/ml) -0,8333 0,1338 0,2708 <0,001

Nhén xét: Diém Glasgow, MCP-1 va D-Dimer 13 cac yéu td khac biét co y
nghia, c6 tiém nang dy bao tién luong mirc do nang lam sang lic vao vién. Tién
hanh phén tich hdi qui tuyén tinh da bién cac yéu té nay co két qua:

Bang 3.32 Két qua phén tich hdi qui tuyén tinh da bién cac yéu to khac biét c6

y nghia, c6 tiém nang du bao mirc d§¢ nang lam sang luc vao vién.

Bién s R SE r p R2
Piém Glasgow -0,0566 | 0,0257 | -0,3113 | <0,05
MCP-1 (pg/ml) 0,0024 | 0,0004 | 0,6562 | <0,001 | 0,7082
D-Dimer (ng/ml) 0,0003 0 0,5150 <0,001

*Constant = - 0,1654

Nhan xét: Gia tri ndng do MCP-1, D-Dimer huyét twong va thang diém
Glasgow llc vao vién 13 nhitng yéu t6 anh huong nhiéu nhat dén mic do ning 1am
sang lac vao vién véi r lan luot 1a 0,6562 (MCP-1) p<0,001; 0,5150 (D-Dimer)
p<0,001; va - 0,3113 (Glasgow) p<0,001.

- Phuong trinh mirc d§ ning lam sang lic vao vién

Mtrc @6 nang lam sang = - 0,1654 + 0,0024 x MCP-1 + 0,0003 x D-Dimer

- 0,0566 x Diém Glasgow lic vao.

- Ap dung:

+ Chon diém cat chan doan (giita nhom 1am sang niang va nhom l1am sang nhe)
MCP-1: 369,18 pg/m .

+ Chon diém cat chan doan (giita nhom 1am sang niang va nhom l1am sang nhe)
D-Dimer: 761 ng/ml.

+ Chon diém Glasgow = 13 diém (Glasgow >13: nhdm nhe)
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- Két qua:
Muc do nang lam sang = 0,2131
Pé don gian hon ching t6i lam tron sb va nhan 1én 100 lan.
Nhu vay két qua sé la:
Murc 6 nang 1am sang = 20
Va phuong trinh s€ la:
Mikc d§ ning 1Am sang
= [- 0,1654 + 0,0024 x MCP-1 + 0,0003 x D-Dimer - 0,0566 x Piém Glasgow
IUc vao] x 100.
- Cach danh gia: Ngudng tién lugng
+ Tién lugng nhe: <20
+ Tién lugng nang: >20
3.4.2. D bao tién lwong dién tién ning l1Am sang theo déi sau 48 gio
Pé thiét 1ap mo hinh du bao tién luong dién tién ning 1am sang theo ddi sau
48 giod, ching t6i tién hanh phan tich ndng d6 huyét tuong 4 CCBSH VWF, VCAM-
1, MCP-1, D-Dimer cua nhitng bénh nhan NMN sau 48 gid ¢6 dién tién nang (co
diém NIHSS ting thém > 1 diém).
Bang 3.33 Ty 1é bénh nhén dién tién ning l1Am sang theo déi sau 48 gio, danh
gia theo thang diém NIHSS.

7 Sau 48 gio
Thang diém NIHSS
n Ty 1€ %
Dién tién ning 23 46
Khong dién tién ning 27 54
Tong 50 100
Nhan xét:

- Theo ddi sau 48 gid c6 23 bénh nhan NMN dién tién nang chiém 46% va 27

bénh nhan khong dién tién ning chiém 54%.
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3.4.2.1. Nong dé trung binh vWF, VCAM-1, MCP-1 va D-Dimer huyét twong ciia
bénh nhén dién tién nang va khéng dién tién nang 1am sang sau 48 gio
Biang 3.34. Nong d¢ trung binh vWF, VCAM-1, MCP-1 va D-Dimer huyét
twong ciia 23 bénh nhan dién tién niing 14m sang va 27 bénh nhan khéong dién

tién ning 1am sang theo doi sau 48 gio.

Nhém bénh | Khéng dién .
. Dién tién nang
tién nang P
(n=23)
CCDPSH (n=27)
VWF Trung binh 172,37 180,32
<0,05*
(Mu/ml) Do léch chuin 23,78 5,13
VCAM-1 Trung binh 53,50 54,12
>0,05*
(ng/ml) Do léch chuin 1,88 4,54
MCP-1 Trung binh 280,00 448,19
<0,001
(pg/ml) Do léch chuin 59,93 85,12
D-Dimer Trung binh 807,44 1262,39
<0,001
(ng/ml) Do léch chuin 400,34 552,65

* Mann-Whitney Test
Nhan xét: Nong d6 trung binh vWF, MCP-1 va D-Dimer huyét twong cua 23
bénh nhan dién tién niang 1am sang theo dbi sau 48 gid c¢6 cao hon 27 bénh nhan

khong dién tién nang 1am sang, khac biét co y nghia théng ké p<0,05.
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MCP-1 D-Dimer
Biéu dd 3.4 Nong dd trung binh MCP-1 va D-Dimer huyét twong ciia 23 bénh
nhan dién tién niing va 27 bénh nhan khong dién tién ning theo doi sau 48 gio.
3.4.2.2. Néng dp trung binh VWF, VCAM-1, MCP-1 va D-Dimer huyét twong
ctia nhém bénh nhén dién tién ndng 1am sang sau 48 gio theo gidi
Theo dbi sau 48 gior c6 23 bénh nhan dién tién ning, chung t6i phan tich tim
hiéu ndng d6 trung binh huyét tuong 4 chat chi diém vWF, VCAM-1, MCP-1 va

D-Dimer ciia cac d6i twong nay theo gigi va co két qua:
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Bang 3.35 Nong dd trung binh vWF, VCAM-1, MCP-1 va D-Dimer huyét

twong ciia nhém bénh nhin dién tién ning 1am sang sau 48 gio' theo gidi.

Nhom bénh Dién tién ning Khong dién tién ning
(n=23) (n=27)
Nam (1) Nit (2) Nam (1) Nit (2)
CCbSH (n=11) (n=12) (n=18) (n=9)
VWF 178,59 181,90 159,11 178,90
(Mu/ml) +5,61 4,27 + 28,19 + 8,77
X+SD p(1)(1) <0,05 p(2)(2) >0,05
VCAM-1 55,21 53,11 53,75 53,48
(ng/ml) +2,41 + 5,80 +2,04 +2,05
X+3SD p(1)(1) >0,05 p(2)(2) >0,05
MCP-1 483,16 416,53 279,40 281,20
(pg/ml) + 94,33 + 63,57 + 62,41 + 58,24
X+SD p(1)(1) <0,001 p(2)(2) <0,001
1180,18 1337,75 854,50 713,33
D-Dimer (ng/ml)
+ 562,76 + 556,76 + 453,15 + 263,81
X+SD
p(1)(1) >0,05 p(2)(2) <0,05

Nhan xét: Nong d6 trung binh huyét tuong theo gidi nam, nit ciia nhom dién

tién nang va khong dién tién ning 1am sang sau 48 gid nhu sau:

D6i véi vWF ndng d6 trung binh ciia nam khac biét p<0,05. Nong do trung
binh cua nit cao hon khong khéac biét p>0,05. Ddi véi VCAM-1 nam va nit déu
khong khac biét p>0,05. Riéng véi MCP-1 nhom dién tién ning c6 nong do trung
binh cao hon nhém khong dién tién ning ca nam lan nit va c6 khac biét p<0,001.

Dbi voi D-Dimer thi nam gidi khong khac biét p>0,05 va nit gidi khac biét co y

nghia théng ké p<0,05.
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3.4.2.3. To hop vWF, VCAM-1, MCP-1, D-Dimer trong ddnh gid dién tién ning
ldm sang sau 48 gio' ciia bénh nhdn NMN cdp
Bang 3.36 T6 hop vVWF, VCAM-1, MCP-1, D-Dimer trong danh gia dién tién

niing IAm sang theo ddi sau 48 gio' cia bénh nhan NMN cép.

Piém cat Se(%)| 95%CI |Sp(%)| 95%CI PPV | NPV

vWF 65,22 |42,73 - 83,62| 70,37 (49,82 - 88,25| 65,22 | 70,37

>177,90 Mu/mi

VCAM-1 >54,70 ng/ml| 62,50 | 35,43 - 84,80| 61,76 |43,56 - 77,83| 43,48 | 77,78

MCP-1 95,83 (78,88 -99,89| 100 | 86,77 -100 | 100 |96,30

>368,46 pg/ml

D-Dimer >974 ng/ml | 71,43 47,82 - 88,72| 72,41 |52,76 - 87,27| 65,22 | 77,78

T6 hop 75 |64,36-83,81| 75 |66,11-82,57| 68,45 | 80,56

Nhan xét:

T6 hop vWE, VCAM-1, MCP-1, D-Dimer huyét twong trong danh gia dién
tién nang 1am sang theo doi sau 48 gid & bénh nhan NMN cép la:

- B4 nhay 75%.

- B dac hi¢u 75%.

- Gid tri du bao duong tinh 68,45%.

- Gia tri du bao am tinh 80,56%.

Vi p<0,05, OR=0,52
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Biéu dd 3.5 So sanh @9 nhay, d6 dic hiéu ciia VWF, VCAM-1, MCP-1 va D-

Dimer trong danh gia dién tién ning 1am sang theo ddi sau 48 gio

3.4.2.4. Phwong trinh dw bdo dién tién ning lam sang theo dBi sau 48 gio

Pé xac dinh phuong trinh dy bao dién tién ning 1am sang theo ddi sau 48
gio, chung toi ciing tién hanh phén tich hdi qui tuyén tinh don bién va phén tich hoi
qui tuyén tinh da bién cac yéu té khac biét c6 ¥ nghia, co tiém ning du bao tién
luong bao gdm: Tudi, thang diém Glasgow va cac thong sé6 HATT, HATTT,
glucose, tiéu cau, bach cau, thé tich 6 nhdi mau, bilan lipid, creatinin va néng do
huyét tuong 4 CCBbSH vWF, VCAM-1, MCP-1, D-Dimer cua 2 nhoém bénh nhan c6
dién tién ning va khong dién tién ning theo ddi sau 48 gio.

Két qua cac yéu to lién quan dén dién tién nang 1am sang theo ddi sau 48 gid.

- Phan tich hdi qui tuyén tinh don bién, da bién danh gia tién lwong dién

tién ning 1Am sang theo doi sau 48 gio ciia bénh nhan NMN cép.
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Bang 3.37 Céc yéu t6 lién quan dén dién tién ning 1dm sang theo ddi sau 48 gio

Nhém bénh | Nhom dién tién | Nhom khong dién
ndng LS sau tién nang LS sau p
Céc thong sé 48 gio (n=23) 48 gi0 (n=27)
Tudi 70,69 + 14,02 68,88 + 14,08 >0,05
Pi¢m Glasgow 9,17 +1,94 11,11 + 1,48 <0,001
HATT lic vao (mmHg) 158,69 + 22,82 157,40 + 30,07 >0.05
HATTT luc vao (mmHg) 87,82 £ 10,85 87,03 + 10,67 >0,05
Glucose (mmol/L) 5,80+ 2,81 570+1,32 >0,05
Tiéu cau ( x 10%L) 215,04 + 103,02 204,96 + 76,57 >0,05
Bach cau ( x 10%/L) 10,05 + 3,25 9,76 + 3,43 >0,05
Thé tich ton thuong m® 47,39 + 13,96 39,44 + 19,62 >0,05
TG (mmol/L) 1,63 +1,02 1,93+1,21 >0,05
CHOL (mmol/L) 4,98 +0,91 5,34 + 1,32 >0,05
HDL-C (mmol/L) 0,90 + 0,23 0,86 + 0,23 >0,05
LDL-C (mmol/L) 4,30+4,37 3,72+1,00 >0,05
Creatinin (umol/L) 79,86 + 27,39 88,74 + 35,66 >0,05
VWF (Mu/ml) 180,32 + 5,13 172,37 + 23,78 <0,05
VCAM-1 (ng/ml) 54,12 + 4,54 53,50 + 1,88 >0,05
MCP-1 (pg/ml) 448,19 + 85,12 280,00 +59,93 | <0,001
D-Dimer (ng/ml) 1262,39 + 552,65 807,44 + 400,34 <0,05

Nhan xét:

Diém Glasgow lic vao vién, nong do vWF, MCP-1 va D-Dimer huyét tuong
1a khac biét c6 ¥ nghia thong ké, c6 tiém ning du bao tién lugng dién tién ning 1am
sang theo ddi sau 48 gio cia bénh nhan NMN cip. Tién hanh phan tich héi qui

tuyén tinh don bién c6 két qua sau:
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Bang 3.38 Két qua phan tich hdi qui tuyén tinh don bién cac yéu to c6 tiem

niing du bao dién tién ning 1am sang theo doi sau 48 gio

Bién sb B SE R2 p
Piém Glasgow 1,9186 0,3460 0,2765 <0,001
vWEFE (Mu/ml) -0,7735 0,6871 0,0635 >0,05
MCP-1 (pg/ml) 0,6411 0,2432 0,024 <0,05
D-Dimer (ng/ml) 0,8593 0,1444 0,1617 <0,05

Nhén xét: Gia tri ndbng d6 MCP-1, D-Dimer, thang diém Glasgow lic vao
vién 1a cac yéu t6 khac biét co y nghia, c6 tiém nang du béo tién lugng dién tién
ning l1am sang theo ddi sau 48 gid. Tién hanh phan tich hdi qui tuyén tinh da bién
cac yéu tb nay co két qua sau:

Bang 3.39 Két qua phan tich hdi qui tuyén tinh da bién cac yéu t6 khac biét

¢ y nghia, c6 tiém ning dw bao tién lwong dién tién ning 1am sang theo doi

sau 48 gio
Bién s6 R SE r p R2
Pi¢m Glasgow -0,1271 | 0,0322 | -0,5028 <0,001
MCP-1 (pg/ml) 0,0001 | 0,0005 | -0,0502 | <0,001 |0,3777
D-Dimer (ng/ml) 0,0002 0,0001 | -0,3489 <0,05

*Constant = 2,1290

+ Nhan xét: Piém Glasgow, ndong 6 MCP-1, D-Dimer huyét twong c6 gia tri

du bao tién lugng dién tién nang lam sang theo doi sau 48 gio.

- Phwong trinh dién tién ning lAm sang theo doi sau 48 giv
Dién tién nang 1am sang = 2,2190 + 0,0002 x D-Dimer + 0,0001 x MCP-1 -

0,1271 x Diém Glasgow ltc vao
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- Ap dung:
+ Chon diém cat chan doan (giita nhom ning va nhom nhe) D-Dimer: 974 ng/ml.
+ Chon diém cat chan doén (gitta nhom ning va nhém nhe) MCP-1: 368,46 pg/ml.
+ Chon diém Glasgow = 13 diém (Glasgow >13: nhém nhe)
- Két qua:
Dién tién ning 1am sang = 0,7983
Pé don gian hon ching t6i lam tron sb va nhan 1én 100 lan.
Nhu vay két qua s& 1a:
Dién tién nang 1am sang = 80
Va phuong trinh s€ la:
Dién tién ning 1am sang = [2,2190 + 0,0002 x D-Dimer + 0,0001 x MCP-1
-0,1271 x Diém Glasgow lac vao] x 100.
- Cach danh gia: Ngudng tién lugng
Tién lugng nhe: <80
Tién lugng nang: >80
3.5. TUONG QUAN GIUA vWF, VCAM-1, MCP-1, D-Dimer HUYET TUONG
VOI THANG PIEM NIHSS VA GLASGOW CUA BENH NHAN NMN CAP
3.5.1. Twong quan giira nong do6 vVWF, VCAM-1, MCP-1 va D-Dimer huyét
twong véi thang diém NIHSS va Glasgow
Bang 3.40 Twong quan giira nong 36 vWF huyét twong
v6i thang diém NIHSS va Glasgow

VWF , Phuong trinh twong quan
Hésor p .
Thong s tuyén tinh
NIHSS 0,0301 <0,001 | y=170,2897 + 0,3601x
Glasgow -0,210 <0,001 y =197,0077 - 2,0526 x

Nhan xét:
- C6 mdi twong quan giita nong d6 vWF huyét tvong v6i thang diém NIHSS
y =170,2897 + 0,3601x.
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Biéu d6 3.6 Twong quan giira ndng do vWF huyét twong
v6i thang diém NIHSS

- C6 mbi twong quan giira ndng dd6 vWF huyét trong v6i thang diém Glasgow
y =197,0077 - 2,0526 x
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Biéu dd 3.7 Twong quan giira nong d6 vWF huyét twong

v6i thang diém Glasgow
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Bang 3.41 Twong quan giira ndng do VCAM-1 huyét twong
v6i thang diém NIHSS va Glasgow.

VCAM-1 , Phuong trinh twong quan
; He¢sor p ,
Thong so tuyén tinh
NIHSS 0,1290 <0,001 | y=153,0856 + 0,0494x
Glasgow 0.0656 >0,05 Khong twong quan
+ Nhan xét:

- C6 mdi trong quan gitta ndng d6 VCAM-1 huyét twong véi thang diém NIHSS.
Phwong trinh hdi qui tuyén tinh y = 53,0856 + 0,0494x.
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Biéu dd 3.8 Twong quan giira ndng d0 VCAM-1 huyét twong
v6i thang diém NIHSS
- Khong c¢6 mdi twong quan giita ndng d6 VCAM-1 huyét tuong véi thang

diém Glasgow.
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Bang 3.42 Twong quan giira ndng dd MCP-1 huyét twong
v6i thang diém NIHSS va Glasgow.

MCP-1 , Phuong trinh twong quan
Hésor p ,
Thong sd tuyén tinh
NIHSS 0,6161 <0,05 y =232,5349 + 7,8377x
Glasgow -0,4735 <0,001 y = 647,2378 - 28,3532 x

Nhan xét:
- C6 méi twong quan giita ndng d6 MCP-1 huyét twong vé6i thang diém NIHSS.
Phuong trinh hoi qui tuyén tinh y = 232,5349 + 7,8377x
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Biéu d6 3.9 Twong quan giira ndng do MCP-1 huyét twong
v6i thang diém NIHSS
- C6 mbi tuong quan giita ndng d6 MCP-1 huyét tuong véi thang diém Glasgow.
Phuong trinh héi qui tuyén tinh y = 647,2378 - 28,3532x

93



700 |-

600 |=

500

400

300

200

100 |

10 11 12 13
Glas

()]
~
(o]
©

Biéu d6 3.10 Twong quan giira nong d0 MCP-1 huyét twong

v6i thang diém Glasgow

Biang 3.43 Twong quan giira nong do D-Dimer huyét twong
v6i thang diém NIHSS va Glasgow

D-Dimer , Phuong trinh twong quan
) Hé¢sor p o
Thong so6 tuyén tinh
NIHSS 0,3528 <0,05 y =679,1890 + 21,1751x
Glasgow -0,1820 <0,05 y = 1542,2649 - 51,4232x
Nhan xét:

- C6 mdi twong quan giita nong d6 D-Dimer huyét tuong vdi thang diém NIHSS.
Phuong trinh hoi qui tuyén tinh y = 679,1890 + 21,1751x.
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Biéu d6 3.11 Twong quan giira ndng dd D-Dimer huyét twong
v6i thang diém NIHSS.

40

- C6 mbi twong quan giita nong d6 D-Dimer huyét tuong véi thang diém Glasgow

Phuong trinh hdi qui tuyén tinh y = 1542,2649 - 51,4232x.
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Biéu d6 3.12 Twong quan giira nong d9 D-Dimer huyét twong

v6i thang diém Glasgow
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Chuong 4
BAN LUAN

4.1. PAC PIEM CHUNG MAU NGHIEN CUU
4.1.1. Pic diém phan bo tudi va giéi ciia 2 nhém bénh va chirng

Trong nhém yéu t6 nguy co cia TBMMN, tudi va giéi 1a 2 yéu t6 nguy co
khong thé cai bién dugc va ludn ton tai sudt mot doi ngudi. Tubi va gidi 1a 2 yéu td
dugc quan tim hang dau ciia hau hét cac nghién ciru y hoc. Trong nghién ctru chiing
t61 tir cac bang 3.1, bang 3.2 cho két qua vé tudi va gi6i nhu sau:

- Nhom bénh: C6 29 nam chiém 58%, 21 nit chiém 42%. Tudi trung binh cua
nam nhoém bénh 1a 66,30 £ 16,00; cua nit 74,40 = 8,90 va chung cho ca nam nir la
69,70 = 14,00

- Nhém chimg: C6 22 nam chiém 55%, 18 nit chiém 45%. Tudi trung binh cua
nam la 65,20 = 17,30; cta nir 74,40 = 9,50 va chung cho ca nam nir 1a 69,40 *
14,90. Két qua nay cho thdy 2 nhom nghién ctru khong khac biét nhau vé ty 18 gidi,
vé tudi trung binh nam nit va tudi trung binh chung ciia 2 nhém bénh va chimg
p>0,05.

Vé nhém tudi bang 3.3 cho két qua nhém bénh va nhém ching déu co ty 16 uu
thé 6 nhém 51 - 70 va nhém > 71. O nhém bénh, nhom tudi 51 - 70 chiém 44% va
nhoém > 71chiém 52%. O nhém chtng , nhém tudi 51 - 70 chiém 32,50% va nhom
> 71 chiém 57,50%. Khong co6 su khac biét gitra cac nhom tudi cta 2 nhom bénh va
ching p>0,05. Ty 1€ nam, ni¥, ty 1€ cadc nhom tudi va tudi trung binh cua bénh nhan
bi NMN trong nghién ciru chiing t6i ciing twong duong véi nhiéu nghién ctru khéc.
Nghién ciru Trwong Van Nham ¢ 212 bénh nhan TBMMN nhém tudi uu thé nhét
60-79 chiém 51% [23]. Hoang Trong Hanh nghién ctru 98 bénh nhan NMN tai Hué,
nam 56 truong hop chiém ty 18 57,1% va nit 42 trudng hop, chiém ty 1& 42,9%. Cho
thdy tudi trung binh trong nhém bénh ctia nam, nit va chung ca hai giéi lan luot 1a:
65,79 £ 13,73; 71,29 £+ 12,40; 68,14 £ 13,39; nhdm ching cia nam, nit va chung ca
hai gi6i lan luot 13: 66,67 + 13,87; 66,46 + 13,04; 66,58 + 13,46. Ty 1é mic bénh &
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nir giéi do tudi trén 60 1a 81,0% 16n hon ty 1é twong Gmg & nam giGi 13 60,7% c6
nghia thong ké (p < 0,05) [10].

Nghién ctru ctia Nguyén Dinh Toan cho thdy NMN ting dan theo tudi. Tudi
trung binh chung 65,19 + 15,02, tudi trung binh nam 61,39 + 12,12, tudi trung
binh nit 61 + 12,57 va ty 16 bi NMN cao nhat & nhém tudi 51-70 1a 45% [33].
Ciing tai Hué, mot nghién ctru cia Nguyén Dtrc Hoang cho thiy do tudi cua bénh
nhan TBMMN 1a 62,35 + 13,02 tudi, nam gi6i chiém ty 1& 60,19%, nir giéi chiém
ty 18 39,81% [14]. Nghién ciru ctia Mai Duy Tén trén 66 bénh nhan NMN cip co
tudi trung binh 60,92 + 12,28, nam gép 1,2 1Am nit [35].

Céc nghién ctru ngoai nudc ciing cho két qua twong ty nhu nghién ctru cua
chung t6i: P9 tudi bi NMN ting dan tir 50 tudi trd 1én va nam gidi bi nhiéu hon ni
gidi. Nam 2005, Foerch C va cdng sy nghién ctru 39 bénh nhan nhdi mau PM nio
giita cap ¢ Puc cho thay do tudi trung binh ¢ bénh nhan 13 69,1 + 11,5 tudi, nir gidi
chiém ty 1€ 35,9%. Mot nghién ctu khac cua Foerch C nam 2007 trén 275 bénh
nhan NMN cho biét d6 tudi trung binh 69 + 13 tudi, nit gidi chiém ty 1& 46% [74].
Nghién ctru cua Tamara N va cs trén 124 bénh nhan bi NMN lan dau, cho théy do
tudi trung binh 13 c6 thap hon 12 56 + 12, nit it hon nam chiém ty 18 47% [147].
Nghién ctru ctia Sridharan Sapna E va cs cho thay do tudi trung binh cta bénh nhan
NMN 14 67 tudi [143]. Nghién ctru cia Weimar C. trén 1307 bénh nhan NMN cip
cho thdy d6 tudi trung binh 68,2 + 12,5 tudi, nit gidi chiém ty 18 43,5% [153]. Két
qua ctia Moonis M. khi nghién ctru 1618 bénh nhan NMN cho két qua d6 tudi trung
binh 67,22 + 15,19 [117]. Két qua cia Zaheer S. va cs nghién ciru 75 bénh nhan
NMN cdp & An Do cho thdy d6 tudi trung binh 61,29 + 12,57. Ty 1é nam gidi
62,7%, cling cao hon nir gi61 37,3% [162]. Nghién ctru cua Dash D. va cs trén 440
bénh nhan NMN tudi tir 18 dén 45 cho thay: ty 18 nam/nix 1 5/1, do tudi trung binh
38,9 + 7,1. Pay 1a mot nghién ciru giéi han do tudi rat tré. Do vay, do tudi trung
binh rat thap [66].

Mot nguoi khi dugc sinh ra, 16n 1€n va gia, déu phai tuan theo quy luét sinh
hoc chung d6 1a tudi cang cao co thé con ngudi cang chuyén bién theo huéng ldo

hoa voi sy suy giam chirc nang nhi€u co quan. V&1 co quan than kinh, sy 1ao hoa
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xuét hién dan tr roi loan tudn hoan ndo, thiéu nang tuan hoan nio dén TBMMN.
Tir rdi loan chirc nang than kinh va tim ly dén cic bénh thoai héa than kinh. Tuy
vay khong phai chi dén gia ma ngay ca lra tudi tré cling da c6 nhitng suy giam
nay. Mot sb cong trinh nghién ctiru gan day dd nhan manh dén TBMMN & ngudi
tré va kha niang diéu tri c6 két qua [76], [136], [139]. Nghién ciru cta Sridharan
S.E. va cong su cho thiy ty 16 mic NMN trén 100.000 dan ting dan theo d6 tudi.
Trong khi ty 18 ndy & nhom < 44 tudi 14 3,7, thi ty 1¢ ndy ¢ nhom 45 - 54 12 65,4,
nhom 55 - 64 14 219,3, nhdm 55 - 74 12 521,5 va nhom > 75 tudi 1a 627,9 [143]. Vi
tudi cang 16n thi cang tich ty nhiéu yéu té nguy co gdy TBMMN nén ty 1¢ NMN
s& cang ting dan theo tudi, dic biét tir 51 tudi trd 1én. Trong nghién ciru chiing toi,
NMN ciing ting dan theo tudi, phit hop voi nhiéu nghién ctru khac trong va ngoai
nudc.

4.1.2. Pic diém mot s yéu to nguy co khic ciia nhém bénh

4.1.2.1. Yéu té huyét dp

Huyét 4p 1a mot yéu té nguy co va 1a YINC quan trong hang dau cua
TBMMN n6i chung va NMN noi riéng. Pay 1a YINC c6 thé cai bién duoc va thuc
té nhiéu qudc gia, nhiéu to chirc y té da dua ra nhiéu ké hoach, chuong trinh dé diéu
tri huyét 4p nham muc tiéu hang dau 1a khong ché mot bién chimg rat nguy hiém
ctia n6 1a TBMMN. Nhung trong thuc té hién nay THA chua dugc khong ché ma xu
hudng ngay cang tang [2], [34], [44], [115].

Trong nghién ctru ching t0i, két qua bang 3.4 va bang 3.5 ¢6 41 bénh nhan
NMN c6 THA, bao gom 26% bénh nhan THA d6 1, 30% bénh nhan THA d¢ 2 va
26% THA d6 3. Khong c6 su khac biét vé ty 1 cia 3 do THA p>0,05. Vi nhoém
bénh nhan NMN, HATT trung binh chung 158 + 26,72 mmHg va HATTr trung
binh chung 87,40 + 10,84 mmHg. HATT trung binh cua nam la 159,31 + 28,03
mmHg, cua nit 1a 156,19 £+ 23,99 mmHg. HATTr trung binh nam 87,58 + 10,05
mmHg, cua nit 87,14 = 10,75 mmHg. Khong c6 sy khac biét vé HATT va HATTr
gifra 2 gidi nam va nit p>0.05.

Két qua nghién ctru chung t6i cling phtt hop v6i mot sé nghién ciru khac. Lé

Thi Thu Trang nghién ctru 109 bénh nhan TBMMN c6 HATT 1a 151,2 mmHg,
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HATTTr 1a 85,6 mmHg & bénh nhan NMN [36]. Nguyén DPinh Toan nghién ciru 80
bénh nhan NMN c6 HATT la 149,94 + 27,45 mmHg, HATTr 87,50 + 13,24 mmHg
[33]. Hoang Trong Hanh nghién ctru 86 bénh nhan NMN c6 HATT la 143,11 +
23,79 mmHg va HATTr 1a 83,47 + 13,63 mmHg [10].

Céc tac gia ngoai nude cling co két qua twong ty nhu két qua nay. Nghién ctru
ctia Krongold M. trén 964 bénh nhan NMN cép, tri s6 trung binh HATT 1a 156,2 +
28,9 mmHg, HATTr la 82,5 + 18,9 mmHg [101]. Nghién ciru cua Wen-Jie
Zi va Jie Shuai & 240 bénh nhan NMN va 100 ngudi chimg ¢6 két qua HATT bénh
158 mmHg, HATTr bénh 94 mmHg va HATT chimg 127 mmHg, HATTr chimg 80
mmHg khac biét c6 ¥ nghia p<0,01 [154]. Nghién ciru cia Dash Deepa thay ty 1é
THA & bénh nhan NMN tré tu6i 18 dén 45 tudi 1a 34,4% [66].

Két qua nghién ctru ching t6i cho thiy sé bénh nhan NMN c6 ty 18 ting huyét
ap rit cao va THA tang dan theo nhom tudi, khac biét co ¥ nghia thong ké
(p<0,001). Piéu nay ciing phu hop véi nhiéu nghién ciu trude day ¢ bénh nhan
NMN. Theo tac gia Hoang Khanh, Huynh Van Minh ty 1€ THA & bénh nhan NMN
cling rt cao 85.9% [24]. Theo Cao My Phuong ty Ié nay 77,5% [25]. Nguyén Purc
Hoang ty 16 THA chiém 83,33% bénh nhan TBMMN [14]. Theo nghién cau cua
Pham Gia Khai, nguyén nhan chinh chia TBMMN la THA chiém ty 1€ 77,25%, nam
gidi cao hon ntr gigi [20]. Nghién ciu cua Wen-Jie Zi va Jie Shuai c6 ty ¢ THA la
71% [154]. Nghién ctu cua Donkor ty I€ nay tai 89% [69].

Thong thuong tat ca nghién ctru déu cho thay ty 16 THA chiém rat cao & bénh
nhan TBMMN n6i chung va NMN noéi riéng 1a do mot phan chua loai trir duoc
THA phan &ng. Nghién ctru ctia Cao Thiic Sinh trén cac bénh nhan NMN do THA
cho thdy 11,4% bénh nhan NMN do THA trong giai doan cap c6 huyét ap trd vé
binh thudng ma khong can dung thubc ha huyét 4p, THA phan tng xay ra & nhom
khong c6 tién sit THA nhiéu hon so véi nhém c6 tién sir THA c6 y nghia thong ké
(25% so véi 5,25%, p < 0,001) [29]. Su bién ddi sém vé huyét ap ctia bénh nhan
NMN pha cip dudng nhu co gid tri tién lwong tdt hon so véi chi sé HA don doc ban
dau. Pay 1a y kién moi nhat ciia nhom chuyén gia vé THA va nio ciia Hoi THA

Chau Au [128]. Pong thoi HATT cao 1a YTNC doc 1ap cua tat ca nguyén nhan tir
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vong [46]. Vi thé danh gi4 tinh trang HA ban dau va bién thién HA cta bénh nhan
NMN cép 14 rat can thiét trong thuc hanh 14m sang.
Yéu t6 thuéc ld

Yéu t6 nguy co thude 14 phu thude vao sd luong thude 14 dugce hat. Thude 14
anh huong dén tit ca cac thé tai bién mach mau nio, nang nhat 13 xuét huyét nao
dudi nhén va nhdi mau ndo do nguyén nhan vita xo va huyét khdi dong mach [62].
Trong nghién ciru chung t6i ¢ bang 3.6 ¢6 28 bénh nhan NMN hut thube 14 chiém
56%. Ty 1& nay c6 cao hon mot sé nghién ciru khac. Nghién ctru Nguyén Dinh Toan
c6 ty 1& hat thude 14 32,5% [33], Hoang Trong Hanh ty 1& hat thude 14 17,3% [10].
Wen-Jie Ziva Jie Shuai c6 ty 1& hat thudc 14 1a 20,4% & nhom bénh nhan NMN
nghién ctu [154].

Thudc 14 va dot quy co lién quan chit ché voi nhau, diéu nay di dugc khang
dinh ¢ nhiéu nghién ctru va duoc dé cap nhiéu trong y van. Gan 25% nhiig bénh
nhan ting huyét ap va tai bién mach mau nio cé lién quan tryc tiép dén hut thude 14,
va nhiéu nghién ctru da chimg minh thudc 14 gop phan lam gia ting ty 18 tai bién
mach mau nio 1én gap 3 1an. Hau hét moi nguoi déu biét rang viéc hit thude 1a 1am
ting nguy co ung thu phoi, nhung it ai nhan ra nd ciing 1am ting dang ké nguy co
mic bénh tim mach khong chi nam ma ca nit [129]. Nghién ctru cho thay hat thude
lam tang nhip tim, thit chit cac dong mach 16n va lam cho nhip tim bat thuong, co
thé dan dén loan nhip tim, khién hoat dong cua tim kém hiéu qua va tré nén khoé
khin hon [156]. Viéc hut thude ciing 1am ting huyét ap va ting nguy co dot quy &
nhimg ngudi di ¢ san bénh ting huyét ap [129], [156].

Ngoai nicotine, cic hoa chat khac c6 trong khoi thuéc nhu carbon monoxide
cling ¢6 hai cho tim. Nhitng chat nay dan dén tich tu mang bam trong dong mach,
anh hudng dén cholesterol va muc fibrinogen - mot yéu t 1am dong mau, diéu nay
khién cho nguy co dong méu tang va c6 thé dan dén nhdi mau co tim, nhdi mau ndo
[18], [156]. Theo CE. Bartechi, TD. Mackensie, RW. Schrier thi thudc 14 chiu trach
nhiém 50% toan bo tir vong, trong d6 mot nira 1a bénh tim mach. Thudc 14 1am bién
d6i nong do lipid ma quan trong 1a 1am giam yéu td bao vé HDL-C, ngoai ra con

lam tang fibrinogen, ting tinh déng mau, ting két dinh tiéu cau. Hat thude 14 truc
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tiép hay thu dong déu lam ting nguy co bénh Iy tim mach va nhét 13 tuy thudc vao
s6 lwong thudc 14 va thoi gian hut thude [18 ].

Nguy co twong d6i xuit huyét duéi nhén & nhom hit thude 14 so véi nhém
khong hit thude 14 1a 2,7 & nam va 3,0 & nit. Phan tich 32 nghién ctru doc 1ap dua
dén két luan hat thude 14 yéu t6 nguy co doc 1ap gdy TBMMN cho ca 2 gidi va cho
ca moi lra tudi va ting 50% nguy co so voi nhom khéng hut thude 1a [18], [129],
[156]. Nghién ctru JPHC Study Cohort I (Japan Public Heart Centre) tién hanh theo
ddi ¢ 19.782 nam va 21.500 nit d6 tudi 40-59, thiy ring nguy co twong ddi cua ddi
tugng dang hut thudc 14 va d6i tuong chua bao gio hit thube 14 1,27 cho TBMMN
noéi chung, trong d6 0,72 cho xuét huyét ndi so, 3,6 cho xuit huyét dudi nhén va
1,66 cho nh6i mau ndo. Co6 mdi lién quan giira sé lwong thube 14 da hat va nguy co
nhdi mau ndo ¢ nam gidi [18]. Nguy co TBMMN ¢ ngudi hit thude 14 nhiéu (trén
40 diéu/ngay) gap 2 lan nhitng nguoi hat thude 14 it (dudi 10 diéu / ngay) [129].
4.1.2.3. Yéu té uong rwou

Trong nghién ctru chung tdi, bang 3.7 c6 44% bénh nhan NMN udng ruou.
Ty 18 ndy cao hon nghién ctru cua Nguyén Pinh Toan, c6 ty 1é udng ruou 10%
[33], Hoang Trong Hanh ty 1& ubng rugu 15,3% [10]. Tuy vay ty 1& nay 1a con
sb cting chua hoan toan khach quan vi viéc khai thac uéng rugu cOn nhiéu han
ché do bénh nhan thuong udng 14n ruou va bia kém theo sb 1an udng trong mot
ngay ciing thay doi vi day 1a dia ban nong thon, thoi quen “giai moi”, cong viée
lam va gio gidc ciing khong hiang dinh. Kém theo mot s6 bénh nhan 1a nir ciing
udng ruou bia nhung thudng khong néi vi tim 1y e ngai.

Véi yéu td nguy co rugu, ¢ bang ching thuyét phyc ring dung thuong xuyén
qué nhiéu ruou, s& 1a yéu td nguy co cia THA va TBMMN. Lam dung ruou s& lam
tang két tap tiéu cau, ting dong mau, ting muc triglycerid, ting con rung nhi kich
phat va gia ting nguy co TBMMN [99], [115], [132]. Hoan canh xuat hién
TBMMN ciing hay gip trong hodc sau khi uéng ruou bia [3], [91].

Klatsky truong Dai hoc Hoang gia Luan Don, dd dwa ra két ludn tan suit THA
va nguy co xuat huyét ndo ting 1én véi sy gia ting udng ruou [99]. Mot s6 nghién

clru gan day cho thdy néu mot ngay chi sir dung 10-30 g ethanol d6i voi nam va 10-
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20 g ethanol ddi vé6i nit thi an toan va con hiru ich thong qua ting HDL-C chéng
ngung tap tiéu cau va con thuan loi trén nhitng yéu t6 tiéu soi huyét [100], [132].

Nghién ctru cia Reynolds va cong su nam 2003, tién hanh mot tong phan tich
bao gdm 35 nghién ciru thuan tap hodc bénh ching trong thoi gian tir 1996 dén 2002,
cho thiy so sanh giita nhom khong udng ruou va nhdém udng trén 60g ethanol ngay,
lién quan dén ting nguy co trong d6i bi TBMMN 1a 1,64; NMN 1a 1,69 va XHN la
2,18. Trong khi d6 udng dudi 12 g/ngay c6 lién quan dén giam nguy co twong dbi
mac TBMMN 1 0,83%. Nhom ubng 12-24 g/ngay lam giam nguy co tuong ddi cua
NMN 1a 0,72. Cé chung ct thuyét phuc 1a dung thinh thoang hodc ding thuong
xuyén mot it rugu s€ la yéu td bao vé cia TBMMN. Tuy vay lam dung ruou, uéng
khoang 56,7 g/hang ngay s& lam tang ap luc mau, ting két tip tiéu cau, ting dong
mau, tding muc triglycerid, tang con rung nhi kich phat, tdng ty I¢ bénh co tim va lién
quan dén sy gia ting nguy co TBMMN. Udng ruou lam ting hodc giam nguy co
TBMMN phu thudc vao mic do tiéu thy ruou va thé TBMMN [100], [132].

4.1.3. Pic diém 1am sang nhém bénh

Véi bénh nhan TBMMN n6i chung va NMN noi riéng, cac thang

diém NIHSS, Glasgow dung dé danh gié réi loan ¥ thic trong giai doan dau va
Barthel dung dé danh gia mirc d6 tan phé cua bénh nhan sau d6 1a rat quan trong,
gilp cho viéc diéu tri trudc mat va du phong vé sau [109], [144].
4.1.3.1. Mirc dg roi loan y thirc qua thang diém Glasgow khi nhip vién

Két qua nghién ctru ching t6i & bang 3.8 cho thiy da s6 bénh nhan NMN c6
diém Glasgow khi vao vién ¢ mitrc >10 chiém 70% va Glasgow <10 chiém 30%. Su
khac bi¢t gitra mirc do r6i loan y thic cia bénh nhan NMN tai thoi diém vao vién
¢6 ¥ nghid thong ké p<0,05.

Véi bénh nhan TBMMN néi chung va NMN noi riéng, diém Glasgow ludn
luén dugc danh gia vi day 1a mot yéu td lién quan dén tién luong muc do ning va
dién tién nang 1am sang.

Trong nghién ctru ciia Hoang Trong Hanh cho thy da s6 bénh nhan NMN c6
diém Glasgow & mirc < 10 diém, chiém ty 1& 58,2% ¢ thoi diém nghién ciru. Piém

trung binh Glasgow 1a 10,12 + 2,73 va protein S100p, NSE huyét twong c6 mbi
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turong quan nghich mtrc d6 thap véi thang diém Glasgow r = -0,202, p < 0,05 var =
-0,276, p < 0,001 [10]. Nghién ctru ching t6i da s6 bénh nhdn NMN c6 diém
Glasgow ¢ mirc >10 chiém 70% va Glassgow <10 chiém 30%. Sy khéac biét gitra
mirc d6 ri loan ¥ thirc ciia bénh nhdn NMN tai thoi diém nghién ctu c6 ¥ nghid
thong ké p<0,05. Mot vai nghién ctru khac ciing pht hop nghién ctru ching toi.
Nguyén Viét Quang nghién ctru 37 bénh nhdn NMN cho thdy tri s6 trung binh thang
diém Glasgow khi nhap vién 1a 12,114+2,89 [27]. Riéng nghién clru cua Zaheer S. va
cs nam 2013 nghién ctru trén 75 bénh nhan NMN cip & An D6 cho thiy thang diém
Glasgow khi nhép vién 13 7,88 + 3,28 diém va da sd 14 1dm sang ning [162]. RS rang
v6i NMN diém Glasgow cang thap thi mirc d6 ning va dién tién ning 1am sang cang
cao. Tuy vay v6i huyét khdi PM nén, diém Glasgow khong tién lugng duge két cuc
diéu tri [63].
4.1.3.2. Mikc dp roi loan y thirc qua thang diém NIHSS khi nhdp vién

Cung song hanh v&i thang diém Glasgow, thang diém NIHSS cua Vién sirc
khoe Qudc gia Hoa Ky van 1a mot thang diém quan trong, duoc st dung rat rong rai
dé danh gia mirc d6 ning 1am sang ctia bénh nhan khi vao vién va dién tién ning
]am sang cta bénh nhan theo ddi vao nhitng thoi diém sau d6. Mirc d6 ning trén
lam sang ctia bénh nhan khi vao vién dugc chia thanh 5 mtrc d6:

0diém: Khong c6 nhdi mau néo

1-4 diém: Nhoi mau ndo nhe

5-14  diém: Nhoi mau ndo trung binh

15-20 diém: Nhoi mau ndo ning

21-42 diém: Nhoi mau ndo rat ning

Véi muc thang diém NIHSS 14 diém duoc dung dé chia nhém nghién ctru
thanh 2 nhom ning va nhom trung binh. Véi danh gia dién tién ning 1am sang cia
bénh nhin dugc danh gia khi thang diém NIHSS ting > 1 diém so voi lac vao vién
ban dau, sau mot khoang thoi gian nghién cuu tur 6, 12, 24, 48 gid hoac 1au hon nira
theo muyc dich nghién ctru [152], [153].

Trong nghién ctru ching toi, bang 3.9 c6 két qua thang diém NIHSS khi vao
vién tir 1-4 diém chiém 4%, tir 5-14 chiém 54%, tir 15-20 chiém 30% va tir 21-42
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chiém 12%. Su khac biét thang diém NIHSS theo cac mirc do nang lam sang khi
vao vién ¢ ¥ nghia thong ké voi p < 0,001. Két qua nay ciing pht hop v6i mét sb
tac gia khac. Tac gia Nguyén Pinh Toan nghién ctru 80 bénh nhan NMN cho thay
da s6 bénh nhan vao vién véi thang diém ban dau 1a 5-14 diém. C6 19 bénh nhan
danh gia 1am sang mtc d6 ning voi thang diém NHISS tir 15-42 chiém ty 16 23,8%
va nhoém bénh nhin nay c6 dién tién ning 1am sang theo dbi sau 48 gid [33].

Nghién ctiru Hoang Trong Hanh nhom diém NHISS 1 - 4 chiém 1%, nhom diém
5 - 15 chiém 24,5%, nhém 16 - 20 diém chiém 12,2% va nhém thang diém NIHSS ¢
mirc d6 rat ning 21-42 diém khi vao vién chiém ty 1& cao nhit 59,2% [10]. Tac gia
Weimar ciing dung thang diém NIHSS dé danh gid mirc d6 nang 1am sang cta 1037
bénh nhan NMN khi vao vién, cho két qua diém NIHSS trung binh 1a 7,6 £ 6,9 diém.
C6 du bao dung 57,9% vé tir vong va tdi 91,5% vé séng con sau 100 ngay [153].

Thang diém NHISS ngoai viéc sir dung dé danh gia mirc d6 nang 1am sang va
dién tién ning 1am sang nd con duogc sir dung gan nhu bat budt trong cac trung tam
va cac don vi dot quy dé danh gia bénh nhan trude khi tién hanh dung lidu phép tiéu
huyét khéi. Theo chi dinh nay thi thang diém NIHSS phai ndm trong khoang tir 4
dén 21 diém [124] [133], [141].
4.1.4. Pic diém cin lAm sang nhém bénh
4.1.4.1. Pdc diém lipid va glucose mdu ciia nhém bénh

Vé dic diém lipid mau va glucose bang 3.10 cho két qua ty 1é tang cholesterol
toan phan 1a 50%, ting triglycerid 1a 26%, giam cholesterol HDL: 46%, ting
cholesterol LDL: 52%, ting glucose: 40%. Két qua nghién ciru nay cho thdy bénh
nhan NMN c¢6 nhiéu rdi loan lipid mau ma chu yéu 1a cholesterol. Két qua nghién
ctru ciia Hoang Trong Hanh ciing cho thiy nhu vdy. Nghién ciru nay cho thay ty 18
tang cholesterol toan phan 1a 41,8%, ting triglycerid 1a 49,0%, giam cholesterol
HDL 1a 24,5%, ting cholesterol LDL 1a 31,6% va tang glucose 1a 72,4% [10].
Nghién ctru Poan Du Pat va cs ciing cho thay nguy co ting cholesterol van 1a cha
yéu chiém 40% [7].

Roi loan lipid méu ma trong d6 ¢ tang cac thanh té cua lipid nhu cholesterol,

triglycerit, LDL-C va giam HDL-C, diy 1a nguyén nhan hang dau giy vita xo mach
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mau, va théng qua vira xo mach mau, dac biét 1a hé dong mach, s€ lam tang cac nguy
co vé bénh 1y tim cling nhu tai bién mach mau ndo. Cholesterol 1a mot chat tuong tu
chat béo c6 sin trong mau. Gan san xuat cholesterol dé hinh thanh mang té bao va tao
mét s6 hormon nhét dinh.

Ngoai lugng cholesterol nay ra, co thé con nhan thém mét lwong cholesterol
khac tir nhitng thuc phadm dugce dung nap, nhirng thuc phim nay da phan c6 ngudn
géc dong vat nhu thit, trimg, cac san phém tlr sira...Mic du ta van thuong d6 16i cho
lwong cholesterol trong thire dn khién cho chi sé cholesterol trong mau ting cao,
nhung thyc té thi pham chinh lai 13 cac chat béo bao hoa c6 trong thuc pham. Diéu
nay budc phai phan dinh mét cach rd rang vi co nhitng thuc pham khong chira
cholesterol nhung van chita mot lugng 16n cac chéat béo bio hoa khac [18], [115].

Nhiing loai thuc pham chita nhiéu chat béo bido hoa thuong 1a thuc pham co
ngudn gdc bo sira va thit do. Cac chat béo bdo hoa nay lam gia ting luong cholesterol
“xau” LDL-C, tao ra nhitng mang bam trén thanh déng mach va bét dau qua trinh vira
x0 dong mach. Khi cac mang bam tich tu trong cac dong mach vanh va mach nao sé
lam viéc cung cAp méu giam, va diéu nay s& tao nguy co hinh thanh nhdi mau co tim,
nhdi mau ndo, nhitg bénh 1y tim va mach méu rat nguy hiém. Trong dé vai trd diéu
tri va du phong bang statin ciing dugc khang dinh [117].

C6 nhiéu nghién ctru vé mbi lién quan giira lipid va TBMMN dugc tién hanh
da phat hién c6 mbi twong quan giita ting cholesterol toan phan va bénh vita xo
dong mach ndo. Nghién ctru cia Wannamethee S. Goya, cho két qua khi HDL-C
tang thi nguy co dot quy gidm [150]. Nghién cuu MIFIT (Multy risk Factor
Intervention Trial 1982), trén 316.662 nam, tudi 35 dén 57, thiy nguy co tir vong do
bénh tim mach tang nhe khi cholesterol toan phan trong mau tir 1,4 dén 2 g/L, tang
gap 3 lan khi cholesterol mau 3 g/L. Nghién ctu HHS (Helsinski Heart Study,
1987), trén 4.081 ngudi tudi tir 40 dén 55, diéu tri gemifibrozil va gia duoc theo ddi
trong 5 nam thay thudc ha lipid lam giam 34% TBMMN. Nhiéu nghién ciru dinh
luong ndng dd cholesterol toan phan, HDL-C, LDL-C, triglycerid trén bénh nhan
TBMMN c6 ngudn goc vira xo. Két qua déu cho thdy néng do cholesterol toan

phan, triglycerid, LDL-C ¢ nhém bénh cao hon nhém chimg c6 y nghia thong ké.
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Chi s6 HDL-C thap hon & nhém bénh so v6i nhém ching ¢ ¥ nghia. Mitrc 6 HDL-
C thap duéi 0,9 mmol/L, murc dd cao cua triglycerid cao trén 2,3 mmol/L cong véi
tang huyét ap sé gia ting gap doi nguy co TBMMN [18].

Mot nghién ctru ciia Go A.S, Mozaffarian D, tién hanh trén 302 ngudi khong
c6 bénh 1y tim mach vao lic khoi dau, cho thidy nguy co NMN & nguoi ting
triglycerid 1a 1,02 va tang non - HDL cholesterol la 1,12 [78].

Theo tai liéu cta T6 chitc Y Té thé gidi, ¢ cac nude phat trién, ty 18 tir vong do
TBMMN chiém 13%, nhiéu hon han cac loai bénh Iy khac va c6 lién quan t6i vai
tro cua tang lipid mau. Nhitng nghién ctru phan tich vai tro lam giam lipid mau cua
cac statin, cho thdy giam lipid mau s& 1am giam 29% nguy co TBMMN va giam
22% tir suat chung. Céc thir nghiém phong ngira thir phat giam nguy co TBMMN 1a
32%, con céac thtr nghiém phong ngtra tién phat chi gidam 22% nguy co TBMMN
[18], [115].

Nhiéu nghién ciru trong va ngoai nudc cho thdy co su song hanh cta hai yéu
t6 nguy co rdi loan lipid va dai thao duong ¢ bénh nhan NMN. Nghién ciru cia
Pham Diéu Linh va Tran Vin Huy cho thiy c6 t&i 77,2% r6i loan lipid va 28,1%
DTD & bénh nhan NMN [21]. Két qua ciia Nguyén Viét Quang trén 37 bénh nhan
NMN cho thdy néng d6 glucose mau ting khi nhap vién 1a 6,73 + 2,50 mmol/L
[27]. Mai Duy Tén trén 66 bénh nhdn NMN duong huyét ciing cao 7,57 + 1,61
mmol/l [35].

Nghién ctru cua Foerch C. va cs trén 39 bénh nhan nhdi méau dong mach nao
giita cip & Pirc cho thay: ty 1& dai thio duong 1a 20,5%, ty 1é ting cholesterol 13
28,2% [74]. Nghién ctru cua Takahiro Kuwashiro, MD, Kazunori Toyoda, va cs trén
948 bénh nhan dot quy két qua c¢6 13% DTD ¢ nhom thuyén tic tinh mach sau va
28% DTD nhom khong thuyén tac tinh mach sau [146]. Nghién ctru cia Pandey A
trén 90 bénh nhdn NMN cip cho két qua ty 18 ting glucose mau > 6 mmol/l 1a
61,1% [125].

Nghién ctru cua Park S.Y. va cs trén 175 bénh nhan NMN & Han Qudc cho
thay, tri s trung binh glucose mau 1a 138 + 55 mg/dl, Cholesterol-LDL la 115 + 37
mg/dl [123]. Nghién ctru ctia Beer va cs & 57 bénh nhan NMN cip cho thay tri sb
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trung binh glucose mau la 6,3 £ 1,6 mmol/L. Nghién ctru ctia Laskowitz trén 293
bénh nhan NMN cho théy ty 16 DTD 1a 30%, THA 1a 76% [102]. Wen-Jie Zi and Jie
Shuai cho két qua trung binh glucose mau 1a 5,99 mmol/l, dai thio duong typ 2 la
22,5% [154].

DTP dugc chimg minh 1am ting nguy co dot quy ndo, nhung viéc kiém soét tot
hon bénh DTD lai khong c6 mdi lién quan véi viée giam nguy co dot quy ndo. Mic du
vay, diéu nay ciing khong 1am gidm tdm quan trong ctia viéc kiém soat DTP tdi uu
gitp ich cho bénh nhén trong viéc han ché nhiing bién chimg khac [115].

O cac nuéc Au Chau va Biac My, noi duge nghién ctru nhiéu nhat vé dai thao
duong, da chimg minh dai thao duong 14 yéu t6 nguy co giy ra nhiéu bénh 1y tim
mach. Hang dau 1a tang huyét ap, tai bién mach méau ndo, mach mau than, bénh co
tim. Nhung ¢ Nhat Ban va Trung Qudc thi dai thdo dudng chua duoc cong nhan 1a
yéu t6 nguy co cia TBMMN. Chua c6 nghién ctru nao cho thay khi kiém soat tot
dai thao duong thi 1am giam ty 1é mic méi TBMMN, nhung duy phong tét ting
duong méau thi c¢6 thé 1am giam ton thuong nio trong giai doan cap cia TBMMN
[115], [120].

Nguy co twong d6i ciaa TBMMN ¢ nam giéi 14 1.8 va & nit gioi 1a 2,2 & nhom
bénh nhan dai thdo duong. Chuong trinh tim mach Honolulu cho nhiing ngudi nam
Nhat Ban séng & Hawai cho thay rdi loan dung nap glucose chi lam ting nguy co
TBMMN do ngh&n mach va 1ap mach ma thoi, khong lién quan gi véi xuat huyét no.

Céc nghién ctru bénh chimg ¢ ngudi TBMMN va cac nghién ciru tién ctru dich
t& hoc d3 xac nhan mot anh hudng cé tinh doc lap vé TBMMN do thiéu mau véi
mot sy ting nguy co twong ddi & bénh nhan dai thao duong, giao dong tir 1,8 dén 6
lan [18].
4.1.4.2. Dic diém thé tich téon thwong néo trén CNCLVT ciia nhém bénh

Bang 3.11 cho két qua c6 15 bénh nhan NMN c¢6 thé tich 6 ton thuong < 30
cm® chiém 30% va 35 bénh nhan c6 thé tich ton thuong > 30 cm?® chiém ty 18 70%.
Thé tich t6n thwong ndo trung binh ctia nhom < 30cm? 12 24,66 + 2,21 mm? va cia
nhom thé tich tén thuong ndo > 30 mm? 1a 50,14 + 14,21 mm? khac biét c6 ¥ nghia

thong ké p<0,05.
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Nhém c6 thé tich tén thuong ndo > 30 cm?® ¢ nghién ctru chung t6i cao hon két
qua ctia Hoang Trong Hanh. Vé6i nghién ctru nay c6 49 bénh nhan NMN c¢6 thé tich
6 ton thuwong < 30 cm3 va 49 bénh nhan > 30 cm® chiém ty 18 50,0% [10]. Nghién
ctru ciia Nguyén Anh Tai c6 29 bénh nhan NMN c¢6 thé tich 6 ton thuong < 30 cm3
va 26 bénh nhan > 30 cm® [30].

Mot sb tac gia ngoai nude ciing c6 két qua thé tich ton thuong nio khac nhau.
Nghién ctru cia Herrmann M va cs & 32 bénh nhan NMN hé tuan hoan trudc cho
thiy thé tich ton thuong trung binh 13 34,2 + 72,2 cm?® [81]. Nghién ctru ctia Zaheer
S va cs trén 75 bénh nhan NMN cép & An Do cho thiy thé tich ton thuong trung
binh 12 53,88 + 42,92 cm? [162].

Nghién ctru ciia Brouns R cho thay trung vi thé tich ton thwong ¢ bénh nhan
NMN la 4,9 cm?® (95%Cl: 1,2 - 56,5) [54]. Theo nghién ctru ctiia Oh S.H va cs trén
81 bénh nhan NMN cap, trung vi thé tich ton thuong 1a 16,4 cm? (95%Cl: 1,5 -
400,5) [121].

Thé tich ton thuong trong nghién ctru cia Krongold M va ¢s ¢6 khac hon, nhém tac
gia nghién ctru thé tich ton thuong ndo theo gid cho két qua: Khi nhap vién 13 6,45 + 8,03
cm?®, 12 gid 13 9,32 + 9,33 cm?®, mot ngdy 1a 18,81 £ 21,40 cm®, bay ngay 1a 16,86 +
23,07 cm3, > 30 ngay la 9,51 + 14,84 cm? [101].

Nghién ctru ctia Brott T va cs cho thdy ¢ bénh nhan NMN, & thoi diém < 48 gio 1a
40% duong tinh trén CNCLVT, thé tich t6n thuong trung binh 13 14 cm® (95%CI: 0-238
cm?), & thoi diém 7 -10 ngay la 55 cm® (95%Cl: 0 - 507 cmd) [55]. Nhom tac gia cho
thay thé tich ton thuong no ting dan theo thdi gian sau khi bi NMN.

4.2. NONG PQ HUYET TUONG VA GIA TRI CHAN POAN CUA TO HQP
CCPSH vWF, VCAM-1, MCP-1, D-Dimer O BENH NHAN NMN CAP

Xéc dinh nong d6 huyét twong cua cac chat vVWF, VCAM-1, MCP-1, D-Dimer
ctia nhém bénh nhan NMN va nhom chimg c6 ¥ nghia rat quan trong. Ngoai gié tri
gilp thiét 1ap chan doan, ndng do ctia cac CCDSH thudc to hop nay con gitip cho
viéc du bao tién lugng mic d§ nang lam sang lic vao vién va dién tién nang lam

sang theo ddi sau 48 gio ciia bénh nhan.
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4.2.1. Nong d¢ trung binh vWF, VCAM-1, MCP-1, D-Dimer huyét twong

Trudc tién dé danh gia ndng do trung binh ctia cic CCDSH nay ching tdi ¢6 bang
3.12 Vi bang nay cho két qua néng do trung binh vWF, VCAM-1, MCP-1 va D-Dimer
huyét trong ctia nhém bénh nhan NMN va nhom ching I3

- Ddi v6i vWE bénh 176,03 + 18,11 Mu/ml, ching 148,98 + 19,04 Mu/ml,

- B6i véi VCAM-1 bénh 53,87 + 3,35 ng/ml, ching 43,64 + 4,36 ng/ml

- B6i v6i MCP-1 bénh 357,47 + 111,07 pg/ml, chiing 190,88 + 51,66 pg/ml.

- Pbi v6i D-Dimer bénh 1016,72 £ 524,06 ng/ml, ching 329,40 £ 90,17
ng/ml. Tét ca déu cho thay ndng do trung binh huyét twong ctia nhom bénh ting rat
cao so véi nhom chimg, khac biét ¢ y nghia théng ké p<0,001. Diéu nay ciing cho
thdy mot gia tri chan doan cao ctiia cac CCDSH nay ddi vai NMN cap.

Két qua nghién ctru tir cac bang 3.13 va 3.14 ciing cho thdy ndéng d6 trung
binh theo gidi ciia nhém bénh cao hon nhom chimg c6 y nghia thong ké p<0,001.
Trong cling nhom bénh nhan NMN thi ndng d¢ trung binh ciia cac CCDSH ¢ nam
va nit khong khac biét P>0,05.

4.2.2. Nong @) trung binh vWF huyét twong theo tudi, giéi ciia nhém bénh va
nhom chirng

- V&i vWF, nghién ctru nay cho két qua (bang 3.13, 3.14 va 3.15) nong do
trung binh chung ciia nhom bénh 176,03 £+ 18,11 Mu/ml, cua nhém chimg 148,98 +
19,04 Mu/ml. V& giéi cho thdy nong d6 trung binh ctia nam nhdm bénh 1a 172,71 +
22,71 Mu/ml cao hon nam nhom chung 150,28 + 20,39 Mu/ml, khac biét c6 y nghia
thdng ké ctia 2 gia tri trung binh p<0,001.

Vé ndng d6 trung binh ctia vWF ¢ nit nhom bénh 1a 180,62 + 6,57 Mu/ml va
nit nhdm chirng 147,39 + 17,70 Mu/ml. Tuong tu & nir nhom bénh ciing cao hon nir
nhoém ching, co6 sy khac bi¢t p<0,001 (bang 3.13).

Phan tich vé néng do trung binh vWF cta nam va nit NMN, két qua bang 3.14
cho thdy ndng do trung binh cia vWF & bénh nhan nam 14 172,71 + 22,71 Mu/ml va
cua bénh nhan nit 1a 180,62 + 6,57 Mu/ml, khong c6 su khac biét p>0,05. Két qua vé
ndéng do trung binh va néng d6 nhém bénh ting cao hon nhom ching, theo nghién

ctru chung toi ciing phu hop vdi nghién ciru ciia nhém tac gia tai Truong Dai hoc
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Leeds Anh quéc. Nhém tac gia da nghién ctru 208 trudng hop dot quy co chan doan
NMN da duoc xac dinh béng CNCLVT so sanh véi 184 dbi tuong khoe manh, co két
qua ndong d6 vWF 1a 186 Mu/ml nhém bénh va 126 Mu/ml nhém chimg véi p<0,001.

Tang vWF ciing duoc xac dinh 1a yéu td nguy co ctia nhéi mau ndo tién phat
va ¢o lién quan vdi nguy co tir vong [61]. Nghién ctru cua nhém tac gia Tamara N.
Bongers, Moniek P.M. de Maat, Mary-Lou P.J va cdng su, nghién ctru 124 bénh
nhan d6t quy thiéu mau cuc b tién phat va 125 ngudi chimg, c6 két qua ndng do
nhém bénh cao hon nhém chimg dang ké va 1a yéu t6 nguy co cao cua dot quy voi
OR 3,2 va 95% CI tir 1,4 dén 7,5 [147].

Tang ndng d6 von Willebrand huyét twong ciing dugc xac dinh co lién quan véi
nguy co dot quy trong dan s néi chung. Két luan nay dugc nhom tac gia Renske G.
Wieberdink, Marianne C. Van Schie va cong su khi tién hanh nghién ctru 290 bénh
nhan bi dt quy tién phat trong d6 197 bénh nhan da dugc phan loai 1a thiéu méu cuc
bo. Nghién ciru theo ddi trong 5 ndm c6 két qua nguy co dot quy ting 1én véi mic do
tang yéu t6 von Willebrand 1a 1,12 (95% Cl, 1,01-1,25) dbi véi dot quy va 1,13 (95%
CI, 0,99 dén 1,29) véi dot quy thiéu mau cuc bd ndo [130].

Vé nong do ciia vWF theo timg nhom tudi, két qua bang 3.15 cho thay nong
d6 trung binh vVWF huyét twong nhom < 50 tuéi 1 179,75 + 10,68 Mu/ml ctia nhém
bénh va 159,15 + 17,70 Mu/ml ctia nhém chimg. Nhom tubi 51-70 1a 177,86 + 5,48
Mu/ml ctia nhém bénh va 141,32 + 17,21 Mu/ml ctia nhém chimg. Nhom tudi > 71
la 174,19 + 24,61 Mu/ml cua nhdm bénh va 151,54 + 19,45 Mu/ml ctia nhdm
chtng. Trong ting nhém tudi cling cho thdy néng d6 nhom bénh ting cao hon
nhom chimg. Khac biét c6 y nghia théng ké p<0,001.

4.2.3. Nong d9 trung binh VCAM-1 huyét twong theo tudi, giéi ciia nhém bénh
va nhom chirng

- V6i chét chi diém sinh hoc VCAM-1 trong nghién ctru chiing ti (bang 3.13,
3.14 va 3.16) ¢o néng do trung binh nhom bénh 1a 53,87 + 3,35 ng/ml, nhom chig
43,64 £ 4,36 ng/ml. Gidi nam n6ng dd trung binh nhom bénh 54,31 + 2,27 ng/ml,
nhém chiig 44,18 + 4,33 ng/ml. Gidi nit ndng do6 trung binh nhém bénh 53,28 + 4,43
ng/ml, nhom ching 42,97 + 4,44 ng/l. Nhu vay c6 su tang cao rd rét vé néng do
VCAM:-1 ¢ bénh nhan NMN cép so véi nhém chiing p<0,001.
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Nong d6 VCAM-1 & bénh nhan NMN nhén thiy ciing c6 nhiéu két qua khéc
nhau & nhiéu nghién ctru. C6 1& do con khac nhau & diéu kién nghién ctru, cach thic
do luong, ciing nhu tiéu chuan chon nhém bénh va chon nhém chung. Pong thoi
con do cac bude tién hanh va cac thoi diém 1ay mau xét nghiém cua cac tac gia khac
nhau. Két qua ting cao giita bénh va chimg nay cua nghién ciru chung t6i ciing phu
hop voi mot sé nghién ctru khac. Trong mot nghién cru bénh nhan dot quy cia
nhém tac gia Blann A; Kumar, P; Krupinski, J; McCollum, C va cdng sy ¢ 21 bénh
nhan sau d6t quy thiéu mau cuc bd cép tinh (<12 gid), so sanh voi 82 ngudi khoe
manh cho thay két qua VCAM-1 ting cao & nhom bénh so v6i nhom chimg p<0,02
va van con ting cao sau 3 thang theo ddi [52].

Visnja va cs, nghién cau 110 bénh nhan NMN cap va 93 nguoi chung, cho két
qua ndng do trung binh huyét twong VCAM-1 nhém bénh 1a 717,5 ng/ml, nhém
chung 688 ng/ml. Trong d6 43 nguoi nhdi mau 16 khuyét cd nong do trung binh
VCAM-1 la 765 ng/ml va tac mach ndo 14 1720 ng/ml. Nong d6 trung binh cua
VCAM-1 huyét tuong cua 3 nhém nhe, trung binh va ning lan luot 1a: 750 ng/ml,
730 ng/ml va 712,5 ng/ml. Nhém tac gia nay danh gia nong d6 VCAM-1 huyét
twong sau thoi gian hoi phuc cho thay nong do lan luot: Hoi phuc kém (Barthel < 60
diém) 720 ng/ml, hdi phuc tirng phan (Barthel 60 - 85) 722,5 ngml va hoi phuc tét
(Barthel tir 85 diém tro 18n) 1a 705 ng/ml [149].

Nhom tac gia Blann A, Kumar P, Krupinski J, McCollum, nghién ctu vé
ICAM-1, VCAM-1, VWF, E-selectin cia 21 bénh nhan NMN cép sau 12 gio khoi
phat va 3 thang sau so sanh véi 82 nguoi khoe manh va 22 ngudi c6 vita xo dong
mach canh cho thiy vWF ting ca 2 thoi diém con VCAM-1 chi tang trong giai doan
cap p<0,02. Mitc VWF va VCAM-1 con cao 3 thang sau d6. Nhom tac gia nhan
dinh c6 1& su thay ddi cac yéu td két dinh nay trai dai va giir lai trong giai doan
NMN cap. Su thay d6i nay 1a mot phan cua dap Gmg sinh 1y bénh phtic tap cia ton
thuong nhdi mau va sy hdi phuc lai ctia nhu mé nio giai doan sau d6 [52].

Nong d6 VCAM-1 huyét twong ciing ting cao ¢ dbi twong dot quy xuét huyét
ndo. Mot nghién ctru méi day (2016) ctia nhom tac gia Michat Wicinski, Abu-Sitta Al-
Drawi va cs & 85 bénh nhan xuat huyét ndo va 45 ching. Két qua nong do huyét thanh
trung binh nhom bénh 1a 349,28 ng/ml [114].
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Bang 3.16 cho két qua nong d6 trung binh VCAM-1 huyét trong nhém < 50
tudi 14 53,20 £ 0,14 ng/ml cua nhdm bénh va 45,35 + 1,84 ng/ml cia nhém ching.
Nhom 51-70 tudi 1a 54,01 + 2,31 ng/ml ctia nhdm bénh va 42,38 + 4,81 ng/ml cua
nhom ching. Nhém tudi > 71 13 53,81 + 4,18 ng/ml ctia nhém bénh va 44,05 + 4,36
ng/ml ctia nhém chimg. Trong timg nhém tudi ndng d6 VCAM-1 bénh ciing ting
cao so voi ndong 6 VCAM-1 chung c6 ¥ nghia p<0,001.

4.2.4. Nong do trung binh MCP-1 huyét twong theo tudi, giéi ciia nhém bénh
va nhom chirng

- Vi MCP-1 két qua nghién ctru ching t6i (bang 3.13, 3.14 va 3.17) ¢ nong
d¢ trung binh ciia nhom bénh va ching la: 357,47 + 111,07 pg/ml, 190,88 + 51,66
pg/ml. Bdi voi gidi, MCP-1 nhom nam bénh 356,69 + 125,17 pg/ml, nhém nam
ching 184,27 + 60,07 pg/ml, va MCP-1 ctia nhém nir bénh 1a 358,54 + 91,05 pg/ml,
nhom nit ching 1a 198,97 + 39,22 pg/ml. Tat ca déu cao gitta giita nhdm bénh va
nhém chimg, khac biét c¢6 ¥ nghia thong ké p<0,001.

Két qua néng do trung binh nay ciing phi hop vdi mot sé nghién ciru khac.
A. Arakelyan, J. Petrkova, Z. Hermanova va cong su nghién ctru 40 bénh nhén
NMN va 40 nguoi ching, cho két qua ndng do trung binh MCP-1 cia nhém bénh
12 384 pg/ml va ctia nhdm ching 14 126 pg/ml. Nong d6 trung binh MCP-1 huyét
twong & nam la 417 pg/ml, & nt 1a 253 pg/ml p>0,05. V&1 nhom chiing nam 244
pg/ml va nir 234 pg/ml ciling khong khéc bi¢t gitta nam va nit p>0,05. Cling nghién
ciru nhom tac gia nay cho thdy ndng d6 trung binh MCP-1 huyét twong ctua mot
vai nhom bénh khac nhu: Bénh nhan nhdi mau co tim co n@)ng do trung binh
MCP-1 huyét tuong 13 360 pg/ml.

Bang 3.17 cho két qua nong d6 trung binh MCP-1 huyét twong nhém < 50 tudi
la 354,56 + 129,58 pg/ml cta nhdm bénh va 215,44 + 74,83 pg/ml cua nhom
chirng. Nhém 51-70 tudi 1a 339,15 + 113,37 pg/ml cia nhdm bénh va 183,50 +
58,78 pg/ml ctia nhém chang. Nhom tudi > 71 tudi 1a 373,19 + 110,27 pg/ml cia
nhom bénh va 190,88 + 51,66 pg/ml cia nhém ching. Trong timg nhém tudi ciing

tang cao nong d6 MCP-1 huyét twong c6 ¥ nghia théng ké p<0,001.
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C6 nhiéu nghién ctru vé néng d6 MCP-1 huyét twong ¢ cac ddi twong bénh
Iy khac cho thiy nong do nay con ting cao hon rat nhiéu. V&i bénh mach mau
ngoai bién thi ndng do MCP-1 huyét twong cao hon 2 lan NMN. Nghién ctru cia
Petrkova Jana va cs & 19 bénh nhian mach méau ngoai bién va 36 ngudi chimg, két
qua néng d6 MCP-1 1a 748 + 60 pg/ml ctia nhém bénh va 459 + 27 pg/ml cua
nhém chirng [126]. Nong d6 MCP-1 huyét trong ciing thap hon rat nhiéu so véi
néng d6 MCP-1 dich ndo tiy. Nghién ctru cia Hjalmarsson C va cs & 23 bénh
nhén, gdbm 14 NMN cép va 9 nguoi chtng, choc dich nio tuy dinh luong MCP-1
két qua nhom bénh 757,3 + 49,2 pg/ml, nhém chimg 747,8 + 54,7 pg/ml, khong
khac biét gitta nhdm bénh va nhdm ching. Diéu nay ciing dugc giai thich vi dich
ndo tay 1a noi tiép nhan dau tién MCP-1 [83].

4.2.5. Nong @9 trung binh D-Dimer huyét twong theo tudi, gi¢i ciia nhém bénh
va nhom chirng

- Vi D-Dimer, nghién ctru ndy cho két qua (bang 3.13, 3.14 va 3.18) nong do
trung binh chung ctia nhém bénh 1016,72 + 524,06 ng/ml, cua nhom chung 329,40
+ 90,17 ng/ml. V& gi6i két qua bang 3.13 cho thidy D-Dimer nhém nam bénh 978,03
+ 513.46 ng/ml, nhém nam ching 343,23 £ 76,73 ng/ml va ciia nhém nir bénh
1070,14 + 546,43 ng/ml, nhém nit ching 312,50 + 104,06 ng/ml, ciing twong tu tat
ca déu co6 ndng do ting rat cao gitra Nhom bénh va nhom ching, khac biét ¢ y
nghia thong ké p<0,001. Nhiéu nghién ctru nudc ngoai & bénh nhan NMN ciing cho
két qua ndng d6 D-Dimer huyét trong ctia nhém bénh cao hon nhom chimg rat
nhiéu. Wen-Jie Zi and Jie Shuai nghién ctru 240 bénh nhan NMN va 100 ngudi
ching cho thiy ndng d6 D-Dimer huyét tuong nhém bénh 1a 0,88 mg/l, cao hon
nhoém ching 1a 0,31 mg/l, p<0,001 [154].

Nong d6 D-Dimer ting ciing duoc xac dinh ¢6 lién quan véi nguy co dot quy.
Ciing tir nghién ctru cua nhom gia Renske G. Wieberdink, Marianne C. Van Schie
va cong su co két qua nguy co dot quy ting 1én voi muac do ting yéu té D-Dimer
1,12 [95% CI, 1,01-1,25] d6i voi dot quy va 1,13 [95% CI, 0,99 dén 1,29] véi dot

quy thiéu mau cyc b ndo [130].
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O Viét Nam cling c6 mot ) nghién ciu vé néng dd D-Dimer & bénh nhan
NMN cép, mic du chua c6 mot thong s théng nhat nhung déu thay nong d6 nhom
bénh déu ting hon nhém ching. Mot nghién ciru 56 bénh nhan NMN giai doan cap
ctia Mai Nhat Quang, Phan Kim Ctc, Huynh Thi Cim Nhung khoa Than kinh bénh
vién An Giang, c6 két qua ndng do D-Dimer trung binh cua bénh 1a 1,29 + 1,15
ng/ml cao hon gia tri binh thudong (< 0,5 pug/ml), néng d6 D-Dimer & gidi nam 1,23
+ 1,155 pg/ml va nir 1,36 £ 1,185 pg/ml, su khac biét khong c¢6 ¥ nghia thong ké
gitra hai gidi voi p=0,66 [26].

Két qua nghién ctru cia ching toi ndng do trung binh D-Dimer c6 thap hon
nghién ciru ciia H5 Thi Thuy Hang. Két qua nghién ctru ndy ¢ 42 bénh nhan NMN
cap cho thdy nong do D-Dimer & nhém bénh nhan NMN cép 1624,9 + 2071,2 ng/ml
[11]. Trai lai két qua ching toi c6 cao hon mot sé nghién ctru khac. Williams M
Feinber va cs nghién ciru 70 bénh nhan NMN cap, dinh lugng fbrinopeptide A, D-
Dimer, p-thromboglobulin cho két qua néng d6 D-Dimer huyét thanh 1a 242,8 +
294,8 ng/ml [157]. Emama Aktham Ismail Al va cs nghién ctru 100 bénh NMN cip
va 100 chimg, nhom tac gia danh gia 3 chi sé D-Dimer, fibrinogen va CRP. Két qua
nong do D-Dimer bénh 635,5 + 699,6 ng/ml va chimg 99,1 + 53,8 ng/ml, khac biét
¢ ¥ nghia p<0,001 [72]. Carolin Knauer va cs nghién ctru 100 bénh NMN, két qua
trung vi D-Dimer 12 675 ng/ml [59]. Thap hon két qua chung toi.

Két qua cac nghién ciru ndy c6 ndong do trung binh, trung vi khac nhau co 18
con do phu thudc vao nhiéu yéu té nguy co kém theo ma bénh nhan cé. Piéu nay
cling duoc nhom tac gia Nguyén Thi Hung, Nguyén Vin Sang nghién ciru 62 bénh
nhan nhdi mau nio cip xay ra trong vong 24 gid duoc diéu tri tai khoa Noi than kinh
Bénh vién Nguyén Tri Phuong. Cho thiy nong do D-dimer huyét twong thay doi rat
khac nhau ¢ cac nhom nguyén nhan nhdi méau nio cip. Nong d6 huyét twong cao hon
tri s6 binh thuong 1a: 69,3%, ndng do D-Dimer huyét twong trung binh la: 0,89+0,62
mg/ml. Nong d6 D-Dimer huyét tuong theo phan loai TOAST, NMN dong mach 16n
0,78 = 0,51 mg/ml; NMN do thuyén tac tir tim 1,04 + 0,72 mg/ml; NMN 16 khuyét
0,47 £ 0,07 mg/ml; NMN do nguyén nhan khac 1,05 £ 0,73 mg/ml: NMN chua ro
nguyén nhén 0,88 + 0,60 mg/ml [15]. Young-Woo Park, Eun-Jeong Koh va cs,
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nghién ctru 59 bénh nhan NMN cép bao gom 29 bénh nhan nhe (NIHSS 0 - 6 diém),
23 bénh nhan trung binh (NIHSS 7 - 15 diém) va 7 bénh nhan ning (NHISS > 15
diém), theo ddi trong 7 ngay. Két qua ndong d6 D-Dimer trung binh ldc vao 1a 626,6
ng/L (77 - 4,752 pg/L), nhdi mau khu tra 215,3 pg/L, nhdi mau da 6 385,7 pg/L.
Thé tich 6 ton thuong tir 1 - 19 mm?® 12 566,2 pg/L, tir 20 - 49 mm?® 12 668,8 ug/L,
tir 50-199 mm?3 12 702,5 pg/ va > 200 mm? 1a 844,0 pg/L v6i p>0,05. Két qua nay
con cho thdy c6 mdi twong quan thuén gitra ndong do6 D-Dimer véi thé tich ton
thuong nao [161].

Béng 3.18 cho két qua néng d6 trung binh D-Dimer huyét twong nhém < 50
tudi 1a 616 + 234,76 ng/ml cua nhdm bénh va 339,25 + 46,50 ng/ml caa nhom
ching. Nhém 51-70 tudi 12 1105,55 + 548,95 ng/ml cia nhdm bénh va 347,69 +
110,25 ng/ml ciia nhém ching. Nhom tudi > 71 14 972,38 + 511,00 ng/ml ctia nhém
bénh va 317,35 + 84,38 ng/ml ciia nhdm ching. Trong ting nhom tudi nong do D-
Dimer huyét twong bénh ciing ting rat cao so v&i ching co y nghia thong ké
p<0,001.

4.2.6. Nong @6 vWF, VCAM-1, MCP-1, D-Dimer huyét twong theo mét sé yéu
t6 nguy co

4.2.6.1. Nong d¢ vWF, VCAM-1, MCP-1, D-Dimer huyét twong & bénh nhin hiit
thuéc ld

Gan 25% nhimg bénh nhan tai bién mach mau nio c6 lién quan truc tiép dén
hut thude 14, va nhiéu nghién ctru di chirmg minh thudc 14 gop phan 1am gia ting ty
1¢ tai bién mach mau néo 1én gap 3 1an. Yéu t6 nguy co nay phu thudc vao sd luong
thude 14 duoc hat, thude 14 anh huong dén tat ca cac thé tai bién mach mau nio,
nang nhat 12 xuit huyét ndo dudi nhén va nhdi mau ndo do nguyén nhan vita xo
huyét khéi dong mach [156].

Hau hét moi ngudi déu biét rang viéc hat thude 14 1am ting nguy co ung thu
phoi, nhung it nhan ra né ciing lam ting dang ké nguy co mac bénh tim mach.
Nghién ctru cho thay hut thudc 1am ting nhip tim, that chit cic dong mach 16n va
lam cho nhip tim bat thuong, co thé dan dén loan nhip tim...khién hoat dong cua tim

kém hiéu qua va tr& nén kho khin hon. Viéc hiit thude ciing lam tang huyét ap va

115



ting nguy co dot quy & nhitng nguoi di c6 sin bénh ting huyét 4p. Ngoai nicotine,
cac hoa chat khac co trong khéi thude nhu carbon monoxide ciing c6 hai cho tim.
Nhimng chat nay dan dén tich tu mang bam trong dong mach, anh hudng dén
cholesterol va mirc fibrinogen - mot yéu té 1lam dong mau, diéu nay khién cho nguy
co dong mau ting va c6 thé dan dén nhdi mau co tim, nhdi mau ndo [129], [115].
Theo CE. Bartechi, TD. Mackensie, RW. Schrier thi thudc 14 chiu trach nhiém 50%
toan b tur vong, trong d6 mot nira 1a bénh tim mach. Thubc 14 1am bién ddi néng do
lipid ma quan trong 1a lam giam yéu t6 bao vé HDL-C, ngoai ra con lam ting
fibrinogen, ting tinh dong mau, tang két dinh tiéu cau. Hut thudc 14 tryc tiép hay thy
dong déu 1am ting nguy co bénh Iy tim mach va nhat 13 tuy thudc vao sé luong
thudc 14 va thoi gian hat thude [18].

Nguy co twong d6i xuit huyét dudi nhén & nhom hiat thude 13 so voi nhém
khong hut thude 14 14 2,7 & nam va 3.0 & nit. Phéan tich 32 nghién ctru doc 1ap dua
dén két luan hat thude 14 yéu t6 nguy co doc 1ap gdy TBMMN cho ca 2 gidi va cho
ca moi ltra tudi va ting 50% nguy co so véi nhém khong hut thude 14. Nghién ctru
JPHC Study Cohort I (Japan Public Heart Centre) tién hanh theo doi ¢ 19.782 nam
va 21.500 nir do tudi 40-59, thay rang nguy co twong ddi cho d6i twong dang hut
thudc 1a va d6i tuong chua bao gio hut thude 1a 1,27 cho TBMMN noi chung, trong
d6 0,72 cho xuét huyét trong so, 3,6 cho Xuét huyét dudi nhén va 1,66 cho nhdi mau
ndo. C6 méi lién quan giita sé lugng thudc 14 da hut va nguy co nhdi mau nio &
nam giéi [115]. Nguy co TBMMN & nguoi hat thude 14 nhiéu (trén 40 diéu/ngay)
gap 2 1an nhitng ngudi hat thude 14 it (dudi 10 diéu/ngay).

Trong nghién ctru chiing ti, bang 3.19 cho két qua nong do trung binh huyét
tuong cua cic chat vWF, VCAM-1, MCP-1, D-Dimer khong c6 khac biét giira
nhém hut thude 14 va nhom khéng hat thude 1a.

Néu chi ban dén néng do trung binh huyét twong cia MCP-1 nhém hut thude
la thi trong nghién ctru chung toi c6 két qua: Nhom hat thude 14 358,25 + 88,87
pg/ml nhém khong hat thude 14 14 356,85 + 127,46 pg/ml, khong khac biét nhau
p>0,05. Két qua khong khac biét nhau vé ndng do huyét thanh MCP-1 & dbi tuong
hut thude 14 va khong hat thude 14 ciia nghién cru ching toi cling twong tu mot sb

nghién ctru ngoai nudc.
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Arakelyan va cs nghién ctru 40 bénh nhan NMN cho thiy néng d6 MCP-1 &
bénh nhan hat thude 13 13 396 pg/ml va nguoi khong huat thude 14 12 390 pg/ml [49].
Mot vai nghién ctiru vé CCPSH, ciing cho két qua khong tim thay su khéac biét vé
ndng do & d6i twong hut thude 14 va khong hat thude 14. Nghién ctru ctia Nguyén
Pinh Toan vé 2 chit CDSH PAI-1 va TNF alpha ciing c6 két qua khong thay sy
khac biét gitra nhém hat thude 14 va nhém khong huat thude 14 [33]
4.2.6.2. Nong dp vWF, VCAM-1, MCP-1, D-Dimer huyét twong & bénh nhin
uéng ruwou

Két qua nghién ciru bang 3.20 cua ching t6i cho thidy néng d6 huyét twong
trung binh cia cac chat vWF, VCAM-1, MCP-1 va D-Dimer ¢ nhom udng ruou va
khong udng ruou lan luot 1a:

- Nong d6 trung binh huyét twong ctia vWF & nhom udng ruou 1a 171,21 +
25,89 Mu/ml, nhom khong uéng ruou la 179,81 + 6,34 Mu/ml, khong khac biét
nhau p>0,05.

- Nong do trung binh huyét tuong cia VCAM-1 & nhom udng ruou 1a 54,08 +
2,00 ng/ml nhém khong uéng ruou la 53,71 £ 4,14 ng/ml, khéng khac biét nhau
p>0,05.

- Nong d¢ trung binh huyét twong cia MCP-1 ¢ nhom udng ruou 1a 357,12 +
130,84 pg/ml nhém khong uéng ruou la 357,74 + 95,26 pg/ml, khong khac biét
nhau p>0,05.

- Nong d6 trung binh huyét twong ctia D-Dimer & nhom udng ruou 1 933.95 +
545,36 pg/ml nhom khong udng ruou 1a 1081,75 + 505,08 ng/ml, khong khac biét
nhau p>0,05.

Ruou that sy 14 yéu t6 nguy co cia NMN, tuy vdy co thay doi gi vé nong do
cac CCDSH ¢ bénh nhan NMN c¢6 udng rugu hay khong thi ciing chua ¢6 nhiéu
nghién ctru. Két qua nghién ctru chiing ti gitta nhom c6 udng ruogu va khong udng
ruou la khong khac biét.

Ciing tac gia Arakelyan va cs nghién ctru 40 bénh nhan NMN cho thiy ndng
d6 MCP-1 & bénh nhan udng ruou la 387 pg/ml va ngudi khong udng rugu la 302
pg/ml [49]. Mot vai nghién ctru vé CCDSH, ciing cho két qua khong tim thiy su
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khac biét vé& ndng do ¢ ddi twong udng ruou va khong ubng ruou. Nghién ctru cia
Nguyén Dinh Toan vé 2 chat CDSH PAI-1 va TNF alpha c6 két qua nong do PAI-1
ubng ruou 1a 83,84 + 67,11 ng/ml va khong udng ruou 14 83,23 + 51,49 ng/ml, TNF
alpha PAI-1 udng ruou 1a 84,05 + 140,13 ng/ml va khéng ubng ruou la 42,99 +
64,26 ng/ml. Két qua khong thiy su khac biét gitta nhém udng rugu va nhém khong
udng ruou [33]. Su khong khéac biét ndy cling tim thiy & ddi twong bénh gan nhiém
md& khong do rugu va do rugu, mdc du nguy co NMN la cao & doi tuong gan nhiém
mdo khong do ruou [116].

4.2.6.3. Nong dé vWF, VCAM-1, MCP-1, D-Dimer huyét twong ¢ bénh nhan ting
huyét dp

Tang huyét ap duoc coi 13 yéu té nguy co tim mach hang dau ciia nhiéu bénh
1y tim va mach mau, dac bi¢t 1a bénh 1y tai bién mach mau nio. Trong co ché bénh
sinh ciia tai bién mach mau nio do tang huyét ap co 1y do 1a tang huyét ap lau dai s&
gy ton thuong thanh mach, hinh thanh cic mang vita xo. Tinh trang vita xo mach
mau 1am dé hinh thanh cac huyét khdi gay tic mach dé giy nhdi mau ndo, hodc cac
tdi phinh nhé ctia mach mau ndo, gdy v& mach va hinh thanh xuét huyét ndo [115].

Tai bién mach méu néo bao gdm nhdi mau nio va xuat huyét nio, déu 1a nhimg
bénh 1y nguy hiém, rit ning, ty 1& tir vong cao va di ching nhiéu. O mot sé ving dia
Iy duoc nghién ciru cho thiy ting huyét 4p tim thu, tAm truong hay ca tim thu 13n
tam truong 1a yéu t6 nguy co doc 1ap gy ra tai bién mach mau ndo. Nhung ty 18 cac
loai ting huyét ap gay tai bién mach méau ndo nhu thé nao thi vin con bo ngo.

Khi huyét ap tdm thu tir 160 mmHg tré 1én va hodc 1a huyét 4p tAm truwong tir 95
mmHg tré 1én thi nguy co ting 3,1 1an & nam géi va 2,9 1an & nir gidi so v6i huyét ap
binh thuong. Néu huyét 4p tim thu tir 140-159 mmHg va huyét ap tam truong 90-94
mmHg thi 50% ddi twong nay cé nguy co bi tai bién mach mau nio [13].

Nhiéu nghién cuu dich t& hoc nhu cua R. Collins, R. Peto, S. Mac Mahon, A.
Rogers khi theo di trén 40.000 c4 thé trong 5 nam, dua dén két luan su khac biét
huyét 4p tAm truong trung binh giita nhém diéu tri va nhom ching 5 - 6 mmHg thi
gidm nguy co tai bién mach mau ndo 40%. C6 45 nghién ctru trén 45.000 dan, phat

hién 13.000 tai bién mach mau ndo va di cho thiy c6 tuong quan thuén chit ché giita
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huyét 4p tAm truong va TBMMN ma khong phan biét nhom tudi dudi 45, 45 - 64 hay
tir 64 tré 1én. Trong thir nghiém Syst-Eur nim 1997, 4695 bénh nhén ting huyét ap
tam thu don thuan duge chon ngéu nhién diéu trj tich cuc béng thude hodc vai gia
duoc. Nghién ctru da dung lai khi TBMMN giam 42% & nhom diéu trj tich cuc [18].

Thur nghiém SHEP (Systolic Hypertension in the Elderly Program), 4736 bénh
nhan trén 60 tudi co huyét ap tdm thu trén 160 mmHg va huyét 4p tam truong dudi 90
mmHg da dugc tham gia mot cach ngéu nhién vao diéu trj hodc gia dugc. Trong
nhém diéu tri, ty 16 TBMMN giam 36% sau 4 dén 5 nam theo ddi. O Framingham,
sau 38 nam theo ddi trén 500 truong hop TBMMN méi bi cho thiy 30% c6 huyét ap
tam thu 140 - 159 mmHg, 30% nam va 40% nit c6 huyét ap tim thu trén 160 mmHg.
Nhu vdy 60% TBMMN lan dau xay ra khi huyét ap tdm thu trén 160 mmHg.

Ngoai TBMMN, Tang huyét ap ciing 13 mot trong nhitng nguyén nhan dan dén
suy tim, nhdi mau co tim. Néu két hop thém ca béo phi, nghién thudc 14 va
cholesterol ting cao thi nguy co nhitng bénh tim mach nay s& ting 1én dang ké.
Tang huyét ap 1a yéu t6 nguy co c6 thé thay doi duoc, tiy thude vao viée diéu tri va
du phong. Nhiéu cong trinh nghién ciru di khang dinh néu quan 1y va diéu trj tét
bénh ting huyét ap thi s& 1am giam rit dang ké bénh tai bién mach mau nio [9],
[18], [115].

Két qua nghién ctru chiing t6i ndng d6 huyét twong trung binh cua cac chit vWF,
VCAM-1, MCP-1 va D-Dimer ¢ nhém bénh nhan THA va nhém khong THA lan 1a:

- Nong d6 trung binh huyét twong cia vWF ¢ nhom THA 1a 175,44 + 19,67
Mu/ml, nhém khong THA 1a 178,73 + 7,97 Mu/ml, khong khac biét nhau p>0,05.

- Nong d6 trung binh huyét twong cia VCAM-1 nhém THA 1a 54,39 + 2,09
ng/ml nhom khéng THA la 51,53 £ 6,27 ng/ml, khéng khéc biét nhau p>0,05.

- Nong d¢ trung binh huyét twong cia MCP-1 nhém THA 14 366,14 + 111,63
pg/ml nhom khong THA 1a 317,98 + 105,44 pg/ml, khong khac biét nhau p>0,05.

- Nong d6 trung binh huyét tuong caa D-Dimer nhom THA 13 1072,60 + 389,82
pg/ml nhom khong THA 14 1252,33 + 401,82 ng/ml, khong khac biét nhau p>0,05.

Nhu vay két qua nghién ciru chung t6i, ndng d6 trung binh vWE, VCAM-1,
MCP-1 va D-Dimer huyét twong & nhém bénh nhan THA va nhém khong THA
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khong khac biét nhau p>0,05. Arakelyan va cs nghién ctru 40 bénh nhan NMN cho
thidy nong d6 MCP-1 & bénh nhan THA 14 384 pg/ml va ngudi khong THA 1a 394
pg/ml cling khong khac biét nhau p>0,05 [49]. M4t vai nghién ctru khac cling tim
thiy khong c6 sy khac biét vé& chi sb huyét 4p cua mot s6 CCDSH. Nguyén Dinh
Toan ciing nhan thidy 2 CCDSH tic gia nghién ctru 1a PAI-1 va TNF alpha & bénh
nhan NMN ciing khong khac biét nhau ¢ ddi twong THA va khong THA [33].
4.2.7. Gia tri chan doan cia t6 hgp vVWF, VCAM-1, MCP-1, D-Dimer & bénh
nhéan nhoi mau nio cip
4.2.7.1 Gia tri chdn dodn ciia té6 hop vWF, VCAM-1, MCP-1, D-Dimer ¢ BN
NMN cip dwa vao diém cit chin dodn, ty 1¢ BN ting trén diém cit va ty 1¢ BN
ting trén nong dp TB nhém chirng
V&1 muc tiéu xac dinh gia tri chan do4n cua to hop 4 CCbSH VvWF, VCAM-
1, MCP-1 va D-Dimer 6 BN NMN cép, chuing t61 dua vao 4 tiéu chi do la: Gia tri
trung binh ndng d6 huyét trong ctia nhém bénh va nhoém ching, gid tri cta diém cat
chin doan, ty 18 s6 bénh nhan NMN c6 néng d6 huyét tuong tang trén diém cat chan
doan va ty 1¢ bénh nhan NMN c6 ndng d6 huyét twong ting trén ndng do huyét
tuong trung binh ctia nhém ching.
- Dua vao gié trj trung binh ndng do huyét twong ctia nhém bénh va nhom chimg:
Nhu két qua d phan tich phan trén, toan bo 4 CCDSH vWE, VCAM-1, MCP-
1 va D-Dimer ctia nhém bénh nhan NMN déu ting rat cao so véi nhom chung. Pay
14 co s& dé khang dinh gia tri chan doan cta to hop nay.
- Dua vao diém cét chan doan: Két qua tir bang 3.22 cho théy:
+ Vi VWF, diém cit toi uu cho chan doan NMN 1a > 169 Mu/ml, AUC
0,960; d6 nhay 94% va d¢ dac hi¢u 1a 90%.
+ Vi VCAM-1, diém cat toi wu cho chan doan NMN 1a > 49,60 ng/ml,
AUC 0,983; do nhay 98% va d¢ dac hi¢u 1a 97,50%.
+ Véi MCP-1, diém cat tdi wu cho chan doan NMN la > 247,62 pg/ml,
AUC 0,925; do nhay 84% va d¢ dac hi¢u 1a 97,50%.
+ Véi D-Dimer, diém cét toi wu cho chan doan NMN 1a > 425 ng/ml, AUC
0,984; d6 nhay 96% va d¢ dac hic¢u la 92,50%.
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Két qua nay cho thiy néu dua vao diém cit chan doan thi 4 CCDSH nay déu
c6 gia tri rat cao cho chan doan NMN cip vi c6 d6 nhay va do dic hiéu cao va co
AUC déu trén 0,9.

Nghién ctru chung toi c6 két qua gia tri chan doan cia VWF va D-Dimer véi AUC
cao hon mdt s6 nghién ctiru nude ngoai. Shi D, Xia T, Feng H, Cheng Q va cs nghién ctru
94 bénh nhan NMN cho thiy gi4 tri chan doan ctia vWF véi dién tich duéi dudng cong
ROC 14 0,900; cta D-Dimer 13 0,795 va ty s6 chénh OR ctia vWF va D-Dimer [a 16,727
va 2,324 p<0.05. Nghién ctru ndy ciing cho két qua vWF va D-Dimer c6 gia tri chan
doan tot NMN va vWF c6 gia trj chan doén tot hon D-Dimer [140].

- Dua vao ty 1¢ s6 bénh nhan NMN c6 ndng d6 huyét twong ting trén nong do
diém cat chan doan:

Dé g6p phan 1am 6 hon gia tri chin doan cua t6 hop nay ching toi ciing tién
hanh danh gia ty 18 s6 bénh nhan NMN c6 nong d6 huyét twong ting trén nong do
diém cit chan doan.

Két qua bang 3.23 cho thay ty 16 BN NMN c¢6 nong do huyét twong trén diém
cat chan doan 1a: Véi vWF tai diém cat > 169 Mu/ml c6 94% bénh nhan ting trén
diém cat. Vi VCAM-1 c6 98% bénh nhan ting trén diém cat > 49,60 ng/ml. C6 84%
bénh nhan ting trén diém cat > 247,62 pg/ml ciia MCP-1 va c6 96% nhom bénh nhan
tang trén diém cat > 425 ng/ml ciia D-Dimer.

Nhu vay dua vao diém cat chan doan cta 4 CCDSH, thi ty 16 bénh nhan NMN
tang vuot trén diém cit c6 gia tri chin doan duong tinh ciing rat cao, 94% cta vWF,
98% ctia VCAM-1, 84% ctia MCP-1 va 96% cua D-Dimer.

- Dya vao ty 1€ BN NMN c6 tang néng do vWF, VCAM-1, MCP-1, D-Dimer
huyét twong trén nong do trung binh cua nhom bénh.

Két qua nghién ctru chung toi cho thay nong do trung binh nhém bénh cao hon
nhém chimg va c6 gia tri chan doan cao. Nghién ctru nay ciing danh gia thém ty 1¢
s6 bénh nhan NMN c6 nong d6 huyét twong ting trén gia tri trung binh cia nhom
chung. Két qua bang 3.24 cho thay:

- P6i v6i VWF c6 98% bénh nhan NMN ting trén nong d6 TB cia nhoém
chung (148,98 + 19,04 Mu/ml).
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- Béi véi VCAM-1 ¢6 98% bénh nhan NMN ting trén nong d6 TB ctia nhom
chung (43,64 + 4,36 ng/ml).

- P6i v6i MCP-1 ¢6 98% bénh nhan NMN ting trén ndong d6 TB cua nhom
bénh (190,88 £ 51,66 pg/ml).

- Péi voi D-Dimer c¢6 100% bénh nhan NMN ting trén ndong do TB cta nhom
ching (329,40 + 90,17 ng/ml).

Nhu vdy thém mét ching ctr dé xac dinh gia tri chan doan cua to hop céc
CCDSH nay 1a mot ty 16 rit cao tir 98% dén 100% BN NMN cap c6 nong do huyét
tuong tang cao trén gia tri trung binh ctia nhdm chimg. Két qua nghién ciru chiing toi
cling cho thdy duoc trong s6 50 BN NMN c6 bao nhiéu BN ting ca 4 chat, c6 bao
nhiéu BN ting 3, ¢6 bao nhiéu ting 2 va ting 1 CCDSH. Bang 3.25 cho két qua:

+ C6 100% BN NMN ting 1 CCDSH (so v6i nong d6 TB ciia nhom chimg)
+ C6 100% BN NMN ting 2 CCPSH (so véi ndng d6 TB ciia nhém chiing)
+ C6 100% BN NMN ting 3 CCDSH (so véi ndng d6 TB ctia nhém chirng)
+ C6 94% BN NMN ting 4 CCDSH (so voi nong d6 TB ciia nhom chimg)

Diéu nay thém mét 1an nita khang dinh ndng do ting cua cac chét ndy co gia tri
cho chan doan NMN cép. Nhung du dién tich du6i duong cong cao, do nhay, do dac
hi€u cao, ty 1¢ BN vuot trén diém cat gidi han va ty 1€ BN vuot trén n6ng do trung
binh nhém ching cao, mdt chat don 1é ciing khong thé niao chiém dwoc uu thé bang
mot to hop chét chi diém. Su ra doi cta viéc phdi hop nhiéu chét chi diém sinh hoc
v6i nhau dé chan doan nhdi mau ndo giai doan cip, da dem lai két qua gia tri chan
doan cao hon nhiéu vé do nhay va dé dac hiéu.
4.2.7.2. Pp nhay, dp dic higu, ciia té hop vWF, VCAM-1, MCP-1, D-Dimer trong
chin doan NMN cdp

Trong nghién ctru ndy chung toi tién hanh phan tich hai dang t6 hop la: T6 hop
3 CCPSH va t6 hop 4 CCPSH. Két qua bang 3.26 cho thay do nhay va do dic hiéu
clia ting to hop.

- Véi td hgp 3 CCDSH thi trong nghién ctru nay cho thiy t6 hop gom:
VCAM-1, MCP-1, D-Dimer 13 t6 hop c6 do nhay (95,23%) va do dic hiéu
(91,27%) cao hon 3 t6 hop con lai.
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- Va khi két hop thanh mét t6 hop 4 CCDSH thi t6 hop: vWF, VCAM-1,
MCP-1, D-Dimer, ¢6 gi4 tri chan doan NMN cao nhét véi do nhay 1a 95,38%; do
dac hi¢u 1a 91,52%; gia tr1 du bao duong tinh 93% va du bao am tinh 94,37%.

Két qua nay 13 rat cao va cé gia tri gitip chan doan NMN cép. Piéu nay ciing
khang dinh vai tro quan trong ctia mot to hop dé chan doan.

Hién c6 nhiéu t6 hop CCDSH di duoc nghién ctru ¢ nudce ngoai, ciing cho
thdy c6 gia trj d6 nhay va dic hiéu cao nhu t6 hop 4 CCDSH cua nghién ciru ching
t6i. Lynch va cs nghién ctru 26 chat chi diém sinh hoc trén 44 bénh nhin nhdi mau
ndo. Két qua nghién ctru cho thy c6 4 chit S1008, VWF, MMP-9, VCAM:-1 khi phéi
hop véi nhau cho chan doan chinh xac nhdi mau nio véi do nhay 90% va d6 dac hiéu
90%. Ciing nhom tac gia nay nghién ctru phdi hop 5 chat chi diém sinh hoc S100p,
VWF, MMP9, BNGF va MCP-1 cho thay nhdi méu ndo dugc chan doan chinh xac
v6i do nhay 92% va do dac hiéu 93% [108].

Tac gia Raynold va cs trong mot nghién ciru thuan tap 223 bénh nhan nhdi méau
ndo sir dung to hop S100B, BNGF, VWF, MMP-9 va MCP-1 va nhom chiig 214 ngudi
cho thiy su két hop nay cho két qua chan doan nhoi méu sém trong vong 12 gio sau
khi khoi phat bénh véi d6 nhay 91% va d6 dac hiéu 97% [131].

Mot nghién ctru khac phéi hop D-Dimer, CRP, BNP, MMP-9 va S100p cua
tac gia Laskowitz dugc thuc hién trén bénh nhan nghi nhdi méu néo trong thoi gian 6
gior ké tir khi khoi phat triéu chimg. Két qua cho thdy do nhay va do dic hiéu cta chan
doan voi ty 18 1an luot 13 81% va 70% . Va mot té hop 4 chat: MMP-9, S100p,
VCAM-1, VWF nghién ctru 222 bénh nhén ca bénh va chimg, cho két qua do nhay 90% va
do dac hiéu 90% [102].

Mot tong hop hé thong vé cac nghién ciru chat chi diém sinh hoc trong chan
doan va trong tién lugng nhdi mau ndo xudt ban gan day cua tac gia Whiteley va cs
gdém 21 nghién ctru dénh gia 58 chat chi diém sinh hoc don doc va 7 nghién ctru phdi
hop nhiéu CCDSH. Cho két qua do nhay va d6 dac hi¢u dé chan doén rat cao [155].

Rodriguez va cs nghién ciru 226 bénh nhain NMN ban ciu trong vong 12 gid ké
tir khi khoi bénh. Tat ca bénh nhan duoc chup MRI ngay lic vao. Dong thoi tién hanh
xét nghiém cac chét chi diém sinh hoc: VCAM-1, ICAM, IL 10, IL 6, TNF alpha,
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S100pB, NSE. Két qué cho thdy nhom bénh nhén ¢ hinh anh ving tranh tdi tranh sang
16n hon ving hoai tir trén MRI thi nong d6 IL 10, TNF alpha ting rat cao. Dung
phuong trinh hdi qui da bién phan tich thay khi ndng d6 TNF alpha > 21 pg/ml, IL 10 >
23 pg/ml, glucose mau d6i > 230 mg/dl thi kha ning chan doan c6 hinh anh ton thuong
ving tranh ti tranh sang 16n hon ving hoai tir ting gap 50 1an. Tac gia két luan t6 hop
cac CCDSH trén ting trong giai doan sém 1a yéu t6 chan doan va dy bao tién luong tén
thuong NMN véi d6 nhay 96% va do dac hiéu 98% [133]. Nhu vay gia tri chan doan
cua t6 hop CCDSH VWF, VCAM-1, MCP-1, D-Dimer & bénh nhan NMN cép trong
nghién ctru chiing t6i dugc khang dinh 1a rat cao vi:

- Nong d6 huyét twong trung binh ctia nhém bénh ting cao so nhém ching.

- Piém cit chan doan c6 gia tri AUC rat tot déu trén 0,9.

- Ty 1& s6 bénh nhan NMN c6 ndng d6 huyét twong ting trén diém cat chan
doan rat cao tlr 84% dén 98%..

- Ty 18 bénh nhan NMN c6 ndng d6 huyét twong ting trén ndng do huyét
tuong trung binh ctia nhém ching ciing rat cao tir 98% dén 100%.

- Va t6 hop 4 CCDSH thi t6 hop: vWF, VCAM-1, MCP-1, D-Dimer, ¢6 gia tri
chan doan NMN cao v6i d6 nhay 1a 95,38%; do dac hiéu 1a 91,52%; gia tri dy bao
duong tinh 93% va du bao am tinh 94,37%.

4.3. TIEN LUQNG NHOI MAU NAO

Cho du dén nay c6 nhiéu thang diém dé danh gia, phan loai mic d6 ning lam
sang va dién tién ning 1am sang trong qua trinh diéu tri, tién luong cua bénh nhan
TBMMN néi chung va NMN néi riéng nhu thang diém: Glasgow, thang diém
Barthel, thang diém NIHSS, thang diém Rankin, phan loai 1am sang theo
Bamfortd... Nhung thang diém NIHSS cia Vién strc khoe Quédc gia Hoa Ky van 1a
thang diém duoc sir dung dé danh gia nhiéu nhat vi tinh chat dé sir dung va c6 gia
tri cao [30], [41], [64]. Trong nghién ctru ndy chung toi dung thang diém NIHSS va
gia tri nong do huyét twong cia té hop CCBSH VWF, VCAM-1, MCP-1, D-Dimer,
két hop mot s6 thong sé 1am sang, can 1am sang dé danh gia du bao tién luong trong
2 thoi diém: Muc do nang 1am sang ldc vao vién va dién tién ning 1am sang theo
doi sau 48 gio.

124



4.3.1. Mitc dd niing 1am sang lic vao vién danh gia theo thang diém NIHSS

Bang 3.27 cho két qua muc do ning 1am sang lic vao vién va dién tién ning
lam sang theo ddi sau 48 gio, danh gia theo thang diém NIHSS. Theo két qua nay
mAau nghién ctru ching t6i 1Gc vao c6 54% bénh nhan diém NIHSS tir 5-14, 30%
bénh nhan diém NIHSS 15-20 va 12% bénh nhan diém NIHSS tir 21-42. Dién tién
ning theo ddi sau 48 gid c6 48% bénh nhan diém NIHSS tir 5-14 va 18% bénh nhan
diém NIHSS tir 15-20 va 28% bénh nhan diém NIHSS tir 21-42. C6 su khac biét vé
mirc d6 ning 1am sang khi vao vién danh gia theo thang diém NIHSS p<0,001 va
dién tién nang 1am sang theo ddi sau 48 gid véi p<0,001.
4.3.1.1. Nong dp ciia vWF, VCAM-1, MCP-1 va D-Dimer huyét twong theo mirc
d¢ niang lim sang liic vao vién danh gid theo thang diém NIHSS

Bang 3.28 cho thiy két qua ndng d6 trung binh cia vWF, VCAM-1, MCP-1
va D-Dimer huyét tvong theo muc do ning 1am sang lac vao vién clia nhom ning
(NIHSS > 14) déu ting cao hon nhom 1dm sang nhe (NIHSS < 14). Khac biét ¢6 ¥
nghia théng ké véi p<0,001 dén p<0,05. Két qua nay ciing phu hop véi mot sb
nghién ctru nude ngoai.

Young-Woo Park, M.D, Eun-Jeong Koh, M.D va cs, nghién ctru 59 bénh nhan
NMN cip bao gom 29 bénh nhan nhe (NIHSS 0 - 6 diém), 23 bénh nhan trung binh
(NIHSS 7 - 15 diém) va 7 bénh nhan nang (NIHSS > 15 diém). Két qua nong do D-
Dimer trong nhém nhe 444,4 pg/L, nhom trung binh 812,2 ug/L va nhém nang la 722,0
ng/L. Khac biét vé ndng do trung binh D-Dimer huyét thanh ctia cac nhom ¢ ¥ nghia
v6i p<0,05. Nghién ciru ndy ciing cho thdy nong do ting cia D-Dimer ¢ twong quan
v6i mure d6 ning 14m sang khi vao vién [161]. Ciing giéng véi Shi D, Xia T, Feng H,
Cheng Q va cs, da nghién ctru 94 bénh nhan NMN cho thay néng d6 trung binh
VWF, D-Dimer huyét tuong cé twong quan vi mirc d6 ning 1am sang theo thang
diém NIHSS véi hé sd twong quan r = 0.625 va 0.582, P<0.001 [140].

Tamara N, Bongers va cs nghién ciru 124 bénh nhan NMN va 125 ching cho két
quéa ndng do vWF ting cao va nguy co NMN 14 cao nhit & nhém bénh nhén cé tir phan

vi trén cling v6i OR = 3,2, 95% CI, 1,4 - 7,5 [147].
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4.3.1.2. Két qua té hop vWF, VCAM-1, MCP-1, D-Dimer huyét twong trong dinh
gid mirc d niing lam sang liic vao vién ciia NMN cip

Két qua bang 3.29 cho théiy khi dwa vao diém cdt chan doan, cic chat vWF,
VCAM-1, MCP-1 va D-Dimer huyét twong déu cé gia tri cao vé do nhay va do dic
hiéu. Khi phdi hop thanh mot to hop 4 chét chi diém sinh hoc vVWF, VCAM-1, MCP-1,
D-Dimer thi t6 hop ndy c6 gia tri tién lwong mutrc d6 ning 14m sang lac vao vién cua
bénh nhan NMN cép la: BJ nhay 70,33%, do dac hi¢u 81,65%, gia tr1 du bdo duong
tinh 76,19%, gié tri du bao am tinh 76,72%, Két qua nay 1a cao.

Két qua du bao mirc d6 ning 1am sang cua to hop 4 chat nay tuong tu véi két
qua du bao ctia mot vai té hop CCPSH khac. Nguyén Pinh Toan ciing danh gia kha
nang dy bdo muc d§ 1am sang nang lic vao vién cia bénh nhan NMN qua nghién
ctru 2 chat PAI-1 va TNF alpha. Két qua cho thdy nong d6 PAI-1 c6 gia tri hon
néng do TNF alpha va khi phdi hop ca 2 cho do nhay 1a 36,25%, d6 dic hiéu
98,75%, gia tr1 dy bao duong tinh 96,67%, gia tri du bao am tinh 60,77% va OR la
44,92 (p<0,001) [33].

Mot s6 nghién ctiru vé NMN st dung t6 hop c6 D-Dimer di cho két qua rat tin
cdy dé chan doan sém va du bao tién lwong nhdi mau ndo cap. Mot trong s6 do co
nghién ctru ciia Daniel T. Laskowitz va dong nghiép da tién hanh nghién ctu 1146
bénh nhan, 1 nhitng nguoi ¢6 triéu chimg than kinh bi nghi ngd dot quy. Nghién ctru
duoc thuc hién tai 17 trung tdm khac nhau, két qua nghién ctru cho théy to hop 4 chét
chi diém sinh hoc: D-Dimer, S100B, maxtrix metalloprotinase 9 va yéu t loi niéu
nao (BNP), la to hop chan doan co6 do nhay, d0 dac hiéu cao va cé gia tri cao trong
tién luong som murc do ning cua dot quy nhdi mau ndo [102]. Anamarija Mrdjen va
cs nghién ctru 112 bénh nhdn NMN va 63 chtng, st dung 2 chat resistin va
copeptin. Két qua nong do cao cua resistin va copeptin ¢ gia tri tién luong muirc do
nang lam sang khi vao vién va dot quy tai phat sau 1 ndm ¢ bénh nhan TBMMN
[43]. Tobin WO, Kinsella JA va cs nghién ctru 164 bénh nhan NMN va thiéu mau
cuc bd ndo cung 27 ngudi ching. Cho két qua ndng d6 vWF huyét twong ctia nhom
bénh cao hon nhdm ching c6 ¥ nghia véi p<0,05 va nong do giam dan sau 14 ngay

va sau 90 ngay, c6 gia tri trong theo dai tién lugng bénh [148].
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4.3.1.3. Két qui phwong trinh hoi qui da bién nufc dé ning I3m sang lic vao vién

Dé x4c dinh phuong trinh hdi qui tuyén tinh da bién mutc d6 ning 1am sang lc
vao vién, chung t6i tién hanh phan tich don bién va phan tich da bién cac yéu t lién
quan dén mirc d6 ning 14m sang danh gia theo thang diém NIHSS. Két qua bang
3.30 cho thay cac yéu td lién quan dén mirc do nang 1am sang danh gia theo thang
diém NIHSS bao gém: Diém Glasgow lic vao vién, MCP-1 va D-Dimer huyét
tuong 14 khac biét c6 ¥ nghia théng ké va co tiém ning du bao tién luong mic do
ning 14m sang lic vao vién & bénh nhan NMN cép.

Tir cic két qua nay chung t6i tién hanh phan tich hoi qui don bién va két qua gia
tri ndng do MCP-1, D-Dimer, thang diém Glasgow 13 nhitng yéu t6 anh hudng nhiéu
nhat dén mirc d6 nang 1am sang p<0,001 (bang 3.31). Tiép tuc phan tich hoi qui da
bién (bang 3.32) thi két qua: Gia tri ndng d6 MCP-1, D-Dimer huyét twong va thang
diém Glasgow lic vao vién 14 nhiing yéu t6 anh huong nhiéu nhat dén mirc do ning
1am sang véi r 1an luot 12 0,6562 (MCP-1) p<0,001; 0,5150 (D-Dimer) p<0,001; va -
0,3113 (Glasgow) p<0,05. Tir nhitng két qua nay ching toi thiét 1ap dugc phuong
trinh mirc d6 nang 1am sang lac vao vién va tir viéc chon nhiing diém mdc danh gia
gitra nang va nhe cua D-Dimer, MCP-1 va Glasgow, ching t6i ¢6 phuong trinh sau:

Mirc d§ ning l1Am sang =  [- 0,1654 + 0,0024 x MCP-1 + 0,0003 x D-Dimer

- 0,0566 x Piém Glasgow luc vao vién] x 100

Cach danh gia: Nguong tién lugng

+ Tién lugng nhe: <20
+ Tién lugng nang: >20

Phuong trinh du bao tién luong muc dd ndng 1am sang cua ching toi cling c6
thanh t6 thang diém Glasgow lic vao vién gidng nhu mot sb tac gia khac. Ciing tac
gia Nguyén Pinh Toan, nghién ctru 2 chat PAI-1 va TNF alpha, tic gia xac dinh
dugce phuong trinh hoi qui da bién tién lvong muc do ning 1am sang luc vao vién:
Lam sang nang = 13,581 x Diém Glasgow luc vao vién + 0,049 x TNF alpha - 0,177
x Diém Barthel luc vao vién.

Thang diém Glasgow that sy 1a yéu t6 ndi bac, lién quan dén tién luong mirc

dd ndng va dién tién nang lam sang cuia bénh nhan NMN. Nghién ctru cia Nguyen
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Van Khach (2012) trén 181 bénh nhan NMN tai Bénh vién da khoa Cu Chi cho
thiy: Glasgow < 8 1a yéu t6 nguy co doc 1ap dbi véi tién trién xau ctia bénh nhan
NMN [16]. RS rang diém Glasgow cang thap thi mtrc 46 ning va dién tién ning 1am
sang cang cao, nguy co tir vong cang nhiéu. Diéu nay cling dugc khing dinh qua
nghién ctru cia Hoang Trong Hanh, két qua nghién ctru nay cho thdy diém cat tir
vong cua thang diém Glasgow cua bénh nhan NMN ¢ thoi diém 7 ngay va 28 ngay
la <10 [10].
4.3.2. Dién tién ning 1am sang theo ddi sau 48 gio danh gia theo thang diém
NIHSS
4.3.2.1. Nong dp ciia vWF, VCAM-1, MCP-1 va D-Dimer huyét twong ciia nhém
dién tién niang lim sang theo doi sau 48 gio, ddinh gid theo thang diém NIHSS

Nghién ctru chiing t6i ¢6 50 bénh nhan NMN, theo d6i sau 48 gio c¢6 23 bénh
nhan NMN dién tién ning chiém 46% va 27 bénh nhan khong dién tién niang chiém
54%. Khong c6 su khac biét gitra 2 nhém p>0,05 (bang 3.33). Phén tich 2 nhom
bénh nhan dién tién ning va khong dién tién ning, chung t6i c6 két qua nong do
trung binh VWF, VCAM-1, MCP-1 va D-Dimer huyét twong & bang 3.34 1a:

- Nong d6 trung binh vWF huyét twong nhom dién tién ning 180,32 + 5,13 Mu/ml,
nhom khong dién tién nang 172,37 + 23,78 Mu/ml, khac biét c¢6 ¥ nghia p<0,05.

- Nong d6 trung binh VCAM-1 huyét twong nhom dién tién nang 54,12 + 4,54
ng/ml, nhom khong dién tién ning 53,50 + 1,88 ng/ml, khong khac biét p>0,05.

- Nong d6 trung binh MCP-1 huyét twong nhém dién tién ning 448,19 + 85,12
pg/ml, nhém khong dién tién ning 280 + 59,93 pg/ml, khac biét co ¥ nghia p<0,001.

- Nong d6 trung binh D-Dimer huyét twong nhom dién tién nang 1262,39 +
552,65 ng/ml, nhém khong dién tién ning 807,44 + 400,34 ng/ml, khac biét c6 ¥
nghia p<0,001.

Tim hiéu c6 su khac biét hay khong vé ndng d6 cac chat ndy giita nam va ni,
két qua bang 3.35 cho thay:

- V6i vWF, ndng do trung binh cia nam nhém dién tién ning cao hon nhém
khong dién tién nang va c6 khac biét p<0,05. Nong do trung binh ciia nit cling cao

hon nhung khong khac biét p>0,05.
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- V6i VCAM-1 thi ndng d6 trung binh cta nam va nit hai nhém déu khong
khac biét p>0,05.

- Riéng v6i MCP-1, nhom dién tién nang c6 nong do trung binh cao hon nhém
khong dién tién ning ca nam 14n nit, khac biét co ¥ nghia thdng ké p<0,001.

- V6i D-Dimer, chi ¢ nit ciia nhém dién tién nang c6 nong do trung binh cao
hon nhom khéng dién tién ning va khac biét co y nghia p<0,05. Gi6i nam khéng
khac biét p>0,05.

Nhu vay két qua ndng do trung binh huyét twong ctua cac CCDSH nay cua
nhoém dién tién ning déu cao hon nhom khong dién tién ning va khac biét co ¥
nghia théng ké voi p<0,05 dén p<0,001, trir VCAM-1. Riéng vé gidi tinh da phan
c6 khéc biét gitra nam va ni.

Nhiéu nghién ctru nudc ngoai da tién hanh danh gia nong d6 cac CCPSH theo
dién tién cta bénh nhan NMN ¢ nhiéu thoi diém, tir 0 dén 6 gid dau, sau 12 gio, sau
24 gid sau 48 gid va tham chi sau nhiéu tuan, nhiéu thang. Cac két qua déu cho thay
noéng d6 cac CCPSH déu ting & nhom bénh nhan dién tién 1am sang ning va 13 co
s¢ cho dy bao tién luong ¢ bénh nhan NMN cép.

Nghién ctru ctia Mark A. Reynolds, Howard J. Kirchick, Jeffrey R va cs ¢ 274
bénh nhan, trong d6 c6 82 bénh nhan NMN, 38 bénh nhan XHN, 51 bénh nhan
thiéu mau ndo cuc bo thoang qua, so sanh véi 214 chimg. St dung t6 hop S1008,
BNGF, VWF, MMP-9 va MCP-1. Cho két qua theo thoi gian: Sau 3 gid (46 nhay
87,5 %, d0 dac hiéu 93%), sau 6 gio (d0 nhay 91,7 %, do dac hi¢u 93%), sau 9 gio
(d0 nhay 93,3 %, d6 dac hi€u 93%), sau 12 gid (d6 nhay 89,3 %, d6 dac hi¢u 93%),
sau 24 gio (do nhay 86,6 %, do dac hi¢u 93%) va sau 48 gio (dd nhay 86,2 %, do
dic hiéu 93%). Két qua nghién ctru nay xac dinh dugc gia tri chan doan NMN va
tién lugng tdt trong thoi gian 0 - 6 gid vo1 do nhay 98,1% va do dic hi¢u 93,1%,
trong thot gian 0 - 9 gio véi do nhay 93% va do dac hi¢u 93%, trong thoi gian 12
gi0 voi do nhay 86% va do dac hi¢u 93%, trong thoi gian 0 - 48 gio voi d§ nhay
86,2% va do dac hiéu 93% [131].

Nghién ctru cua nhom tac gia Lynch J.R, Robert Blessing va cs ¢ 65 bénh nhan
NMN giai doan cap va 157 ching, dung t6 hgp S1008, MMP-9, VWF, VCAM-1.
Cho két qua theo thoi gian: Sau 0 - 6 gid> VCAM-1 ¢6 nong d6 59 Mu/ml (46 nhay 90
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%, d6 dac hiéu 90%, OR = 4,104, p<0,001 ), vWF 1462 ng/ml (d0 nhay 90 %, do dac
hiéu 90%, OR = 3,581, p<0,001 ). Sau 6 - 12 gid VCAM-1 c6 ndng d6 66 Mu/ml (d6
nhay 90 %, do dac hi¢u 90%, OR = 2,423, p<0,001 ), vWF 1621 ng/ml (d0 nhay 90
%, do ddc hiéu 90%, OR = 3,180, p<0,001 ). Két qua theo ddi sau 24 gid c6 két qua
gia tri tién luong chan doan va dién tién nang t6t voi do nhay 90% va dé dac hi¢u
90% [108].

Két qua nay phu hop vé6i nghién ctru ciia nhom tac gia Young-Woo Park,
M.D, Eun-Jeong Koh, M.D va cs, nghién ctru 59 bénh nhan NMN cép bao gdm 29
bénh nhan nhe (NIHSS 0 - 6 diém), 23 bénh nhan trung binh (NIHSS 7 - 15 diém)
va 7 bénh nhan ning (NHISS > 15 diém), theo ddi trong 7 ngdy. Két qua ndng do
D-Dimer trung binh ldc vao 1a 626,6 ug/L (77 - 4,752 pg/L), nhéi mau khu tr
215,3 pg/L, nhdéi mau da 6 385,7 ug/L. Thé tich 6 ton thuong tir 1 - 19 mm® 1
566,2 ug/L, tr 20 - 49 mm?® la 668,8 ug/L, tir 50-199 mm?3 la 702,5 pg/L va > 200
mm® 12 844 pg/L véi p>0,05. Theo ddi danh gia 7 ngay diéu tri co két qua néng do
D-Dimer huyét trong trung binh tir ngay thtr 2 tré di 1a 201 pg/L, 293,2 pg/L, 272
ug/L, 232,8 ng/L, 336,6 pg/L, va 180 ug/L, khong khac biét p>0,05, sau 7 ngay
diéu tri 1a 238,3 pg/L (50 - 924 ug/L) va nghién ctru nay cho két qua tot vé tién
luong theo ddi diéu tri [161].
4.3.2.2. Két qud t6 hop vWF, VCAM-1, MCP-1, D-Dimer trong ddnh gid dién tién
ndng lim sang theo ddi sau 48 gio ciia bénh nhian NMN cip

Dé xac dinh gia trj cia t6 hop vWF, VCAM-1, MCP-1, D-Dimer trong tién
luong dién tién niang 1am sang theo ddi sau 48 gid, ching t6i cling dua vao diém cit
chan doan cua 4 CCDSH nay va tién hanh phan tich d6 nhay va dé dac hiéu.

Két qua bang 3.36 ndy cho thiy cac chat vWF, VCAM-1, MCP-1 va D-Dimer
déu co gia tri cao vé do nhay va do dic hiéu. Khi phdi hop thanh mét t6 hop 4 chét
chi diém sinh hoc thi t6 hop nay c6 gié tri tién lugng dién tién ning 1am sang theo
d6i sau 48 gid ctia bénh nhan NMN cép 1a: D6 nhay 75%, d6 dic hiéu 75%, gia tri
dy bao duong tinh 68,45%, gia tri du bdo am tinh 80,56%, va OR=0,52, p<0,05.
Két qua du bao dién tién ning 1am sang ctia to hop 4 chét nay twong tw véi két qua

du bao cua mot vai to hop CCDSH khéc.
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Tac gia Shi D, Xia T, Feng H, Cheng Q va cs nghién ctru t6 hop 3 chit vWF, D-
Dimer va fibrinogen / fibrin degradation product (FDP) & 94 bénh nhan NMN cap. Két
qué dién tich duéi dudng cong ROC c6 gia tri chan doan cao. ROC ciia vWF 14 9,000,
cua D-Dimer 1a 0,750 va cua FDP 1a 0,465. Ty s6 chénh cua vWF 1a 16,727, cta D-
Dimer 1a 2,324 véi p<0,05 [140].

Nhom tac gia Rodriguez-Yanez, Castillo J, nghién ctu vai trd cua nhitng chat
chi diém viém cho thdy cac chat nay co vai trd hitu dung trong theo ddi va quan ly
bénh nhan NMN cép va ca trong tién luong va du phong nhitng tai bién mach mau
méi. VCAM-1 ¢4 lién quan véi sy hién dién cua tén thuong than kinh sém va thé tich
6 nhoi mau. Hoat dong cia MCP-1 giit mot vai trd quan trong trong su phat trién mot
NMN chuyén sang XHN méi [133]. Rosane Brondani, Carlos R.M. Rieder va cs
nghién ctru 34 bénh nhan NMN, danh gia nong 46 VCAM-1 va endothelin-1. Nnoém
tac gia danh gia 3 1an gdm lac vao vién, sau 7 ngay va sau 3 thang cho thy riéng vé
VCAM-1 ngay dau 772 + 241 ng/ml, sau 7 ngay 865 + 299 ng/ml va sau 3 thang la
924 + 292 ng/ml. V&i nhan dinh VCAM-1 ting dan theo thoi gian va ton tai trén 3
thang sau NMN, c6 gia tri trong theo di dién tién ning 1am sang [134].

Ngoai nhirng chat nay mot s6 CCDSH khac ciing ¢6 kha nang du bao dién tién
nang lam sang.

Nguyén Pinh Toan ciing danh gia kha ning du bao dién tién ning 1am sang
theo doi sau 48 gid ciia bénh nhan NMN. Qua nghién ctru 2 chat PAI-1 va TNF
alpha, tac gia cho thay nong d6 TNF alpha c6 gia tri hon néng d6 PAI-1 va khi
phéi hop ca 2 cho d§ nhay 50%, d6 dac hi¢u 95,83%, gia tri du bdo duong tinh
88,89%, gia tri du bao am tinh 74,19% va OR 1a 23 (p<0,001) [33].

RG rang CCDSH that su ¢o6 gia tri trong chan doan va du bao tién luong dién
tién ning cho bénh nhan NMN cép khong chi trong nhitng ngay dau ma con cho 3
thang sau do, tac gia Susan B va cs két luan diéu nay [145].
4.3.2.3. Két qua phwong trinh héi qui da bién dién tién nang 1am sang theo ddi
sau 48 gio

Bang 3.37 cho thay céc yéu t6 lién quan dén dién tién nang 1am sang theo doi

sau 48 gio 13 : Piém Glasgow luc vao vién, ndng d6 vWF, MCP-1 va D-Dimer
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huyét twong 1a khac biét c6 y nghia thdng ké, c6 tiém ning du bao tién luong dién
tién ning 1am sang theo doi sau 48 gio & bénh nhan NMN cap. Pé xic dinh
phuong trinh héi qui da bién dién tién ning 1am sang theo ddi sau 48 gid, ching
t61 ciing thuc hién phan tich don bién cac yéu td c6 lién quan dén dién tién ning
lam sang néu trén (bang 3.38). Két qua phan tich don bién cho thiy: Gia tri nong
d6 MCP-1, D-Dimer va thang diém Glasgow liic vao vién 1a nhitng yéu td anh
huéng nhiéu nhat dén dién tién ning 1am sang theo ddi sau 48 gio. Tiép tuc phan
tich hdi qui da bién (bang 3.39) thi thang diém Glasgow, ndong d6 MCP-1 va D-
Dimer huyét twong c6 gia tri du béo tién luong dién tién ning 1am sang theo doi
sau 48 gio. Tir nhitng két qua nay chung t6i thiét 1ap duoc phuong trinh dién tién
nang 1am sang theo doi sau 48 gio va cling tuong tu nhu phuong trinh mirc 46 néng
lam sang luc vao vién, ching t6i chon nhimg diém mdc danh gia giita ning va nhe
cua D-Dimer, MCP-1 va Glasgow, két qua c6 phuong trinh hoi qui da bién 1a:

Dién tién niing 1am sang = [2,2190 + 0,0002 x D-Dimer + 0,0001

X MCP-1 - 0,1271 x Piém Glasgow luc vao] x 100

Cach danh gia: Nguong tién lugng

Tién lugng nhe : <80

Tién lugng nang : >80

Két qua phuong trinh hoi qui da bién dién tién ning 1am sang theo doi sau 48 gio
van c6 su hién dién cua 3 thanh t6 13 thang diém Glasgow va 2 CCDSH la MCP-1 va
D-Dimer. Phuong trinh dy bao tién luong dién tién ning 1am sang cta ching toi cling
¢6 thanh t6 thang diém Glasgow liic vao vién gidng nhu mot s tac gia khac. Nghién
clru cua tac gia Nguyén Pinh Toan vé6i 2 chat PAI-1 va TNF alpha, tac gia xac dinh
duoc phuong trinh hdi qui da bién tién luong dién tién ning 1am sang theo ddi sau 48
gio cling c6 thanh td thang diém Glasgow: Dién tién ning = - 21,915 - 0,677 x Diém
Glasgow ltic vao vién + 2,194 x Thé tich t6n thuong + 0,009 x TNF alpha + 0,013 x
PAI-1[33].

Trong phuong trinh hdi qui da bién dién tién ning 1am sang theo ddi sau 48
gid ciia nghién ctru chiing toi khong cé thanh té thé tich ton thwong néo, diéu nay co

1& ciing phtt hop vi thoi gian theo ddi con qua ngan. Mot vai nghién ctru di cho két
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qua thé tich ton thuong ndo sé& 1a yéu td tién luong t6t hon khi thoi gian dién tién
NMN 1au hon. Nghién ciru ctia Shiemanck da khang dinh thé tich ton thuong ndo co
gia tri tién luong du hau chirc ning ndo sau 2 tuan dot quy [138]. Tuy vay ciing c6
nhirng nghién ctu lai cho két qua khac hon nhu nghién ciru cia tac gia Diederik.
Két qua nghién ctru ndy cho thdy ¢ nhoém nhitng bénh nhan NMN giai doan cép,
mot khi chup cit 16p vi tinh thiy duoc ton thwong sém thi s& c¢6 hinh anh tén
thuong trén chup MRI lan rong hon nhém khong thiy hinh anh ton thwong sém
[68]. Nghién ciru ctia Baird, Lovblad va cs cho két qua c6 sy lién quan giita sy thay
d6i thé tich ton thuong ndo voi thang diém NIHSS. Nghién ciru ciling két luan thé
tich ton thuong ndo co gié tri tién lugng dién tién nang 1am sang va co lién quan véi
thang diém NIHSS [51].

4.4. TUONG QUAN GIUA NONG PQ VWF, VCAM-1, MCP-1, D-Dimer
HUYET TUONG VOI THANG DPIEM NIHSS VA GLASGOW

4.4.1. Twong quan giira ndng dd vWF huyét twong véi thang diém NIHSS va
Glasgow luc vao vién

Hai thang diém NIHSS va Glasgow la 2 thang diém duoc dung dé danh gia
mirc d6 ning vé phuong dién 1am sang cua bénh nhan NMN. Tim hiéu sy tuong
quan thuan, nghich giita ndng d6 cac CCDSH voi 2 thang diém nay gitp thay thude
c6 mdt danh gia nhanh vé tinh trang nang, nhe cia bénh nhan khi co két qua cac xé&t
nghiém.

Trong nghién ctru chung toi bang 3.40 cho két qua véi néng 6 Vwf huyét
tuong thi ¢c6 moi twong quan thuan kém véi thang diém NIHSS, phuong trinh tuong
quan: y =170,2897 + 0,3601x

Va ciing c6 mbi twong quan nghich kém giita nong 46 vWF huyét twong véi
thang diém Glasgow, phuong trinh tuong quan: y = 197,0077 - 2,0526x.

Két qua nay cho thiy khi ndng d6 vWF ting thi diém NIHSS ting va diém
Glasgow giam c6 nghia la tinh trang lam sang ctia bénh nhén c6 nang hon. Tuy

nhién moi tuong quan nay & mirc d§ kém.
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4.4.2. Twong quan giira ndng d0 VCAM-1 huyét twong véi thang diém NIHSS
va Glasgow llic vao vién

Véi ndong do VCAM-1, két qua nghién ciru ching t6i & bang 3.41 cho thay c6
mdi wong quan thuin kém gitta nong d6 VCAM-1 huyét twong véi thang diém
NIHSS. Két qua phuong trinh twong quan: y = 53,0856 + 0,0494x

Va khong c¢6 mdi twong quan giita ndng do VCAM-1 huyét twong voi thang
diém Glasgow.

4.4.3. Twong quan giira ndng dé MCP-1 huyét twong véi thang diém NIHSS va
Glasgow lic vao vién

Véi ndng d6 MCP-1 huyét twong, bang 3.42 cho thiy c6 mdi twong quan
thuan kha chat giita nong do MCP-1 huyét trong voi thang diém NIHSS. Phuong
trinh hoi qui tuyén tinh y = 232,5349 + 7,8377 X, r = 0,61.

Va ciing ¢6 mdi twong quan nghich mic d6 vira gitra nong 6 MCP-1 huyét
tuong v6i thang diém Glasgow. Phuong trinh twong quan y = 647,2378 - 28,3532,
voir =-0,47.

Nhu vay ndng d6 MCP-1 ciing c6 twong quan voi thang diém NIHSS va
Glasgow giéng voi nong dd vWF, ciing tuong quan thuan véi thang diém NIHSS va
tuong quan nghich vdi1 Glasgow nhung muc do twong quan & day cao hon tor mirc
dd vira dén mirc d6 kha chit ché.

4.4.4. Twong quan giira nong d9 D-Dimer huyét twong véi thang diém NIHSS
va Glasgow lic vao vién

Vé tuong quan giita ndng d6 D-Dimer huyét trong voi thang diém NIHSS va
Glasgow, bang 3.43 cho két qua c6 mdi twong quan thuan vira giita nong do D-
Dimer huyét twong v6i thang diém NIHSS. Phuong trinh twong quan
y =679,1890 + 21,1751x, véi r = 0,35. Va ciing c6 mdi trong quan nghich kém
giita ndng d6 D-Dimer huyét twong véi thang diém NIHSS. Phuong trinh tuong
quan y = 1542,2649 - 51,4232x.

Két qua vé twong quan giita néng d6 D-Dimer v6i thang diém NIHSS va

Glasgow nay cua chung t61 phu hop vd1 mét s6 nghién ctiru nudc ngoai.
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Nghién ctru Wen-Jie Zi va Jie Shuai cho két qua D-Dimer c6 twong quan thun
yéu vé6i thang diém NHISS r = 0,179, p<0,001 [154]. Jing Wang, MD, Ruizhuo Ning
va cs nghién ctru 1173 bénh nhan NMN, chia thanh 2 nhém, gém 572 bénh nhan nang
va 601 bénh nhan nhe danh gia ndng d6 D-Dimer ngay thir 30 sau phat bénh. Cho két
qua néng d6 D-Dimer c6 twong quan thudn véi ca thang diém NIHSS va thang diém
Rankin. Nong d6 D-Dimer huyét twong nhém tién luong xdu 387,01 + 30,60 pg/L, cao
hon nhom tién luong t6t 375,23 + 30,66 pg/L, p < 0,01. Nong d6 D-Dimer huyét tuong
cao 1a yéu t6 tién lwong xau, OR = 1,73, p<0,05 sau khi d3 diéu chinh cac yéu t6 tudi,
giéi, THA, dai thao duong, hit thude 14 va ting m& méau [96].

Shi D, Xia T, Feng H, Cheng Q va cs nghién ctru 94 bénh nhan NMN cho thay
noéng do trung binh vWF, D-Dimer huyét twong c¢é tuong quan thuan kha chit véi
thang diém NIHSS véi hé s6 twong quan r = 0.625 va 0.582, P<0.001 [140].

Mic du vay, qua nhiéu nghién ctru ciing cho thay su twong quan giita cac
thong sb can 1am sang cta bénh nhan véi cac CCDSH nghién ciru, ciing khéng hoan
toan dong bo va c6 nhiéu két qua khac nhau. Mot vai nghién ciru nudc ngoai ciing
cho thiy diéu nay.

Moi day nhat nam 2017, Bing mot nghién ciru bénh ching, nhom tac gia
Anamarija Mrdjen, Mladen Harapin, Andrea Tesija Kuna, Ana-Maria Simundic
nghién ctru bénh ching gdm 112 bénh nhan NMN sau 12 gio khoi bénh va 63
nguoi chimg, str dung t6 hop 2 chat resistin va copeptin. C6 két qua nong do cia 2
CCPSH nay & nhom bénh déu cao hon nhém chimg nhung chi ¢ resistin 1a khéc
biét (resistin 3,2 mg/LL nhdm bénh va 2,5 mg/L nhoém chung p<0,05), con copeptin
van cao hon nhung khong khac biét véi nhom ching va copeptin c6 nong do cao &
nhom Barthel <60, p<0,05. Va nghién ctru nay da cho thiy chi c6 nong d6 cua
copeptin 1a c6 twong quan nghich véi voi thang diém Barthel r = - 0,309, p<0,05 va
khong c6 mdi twong quan nAo voi thang diém NIHSS [43].

Niam 2006, Delgado P. va cs nghién ctru trén bénh nhan xuat huyét ndo cho
thiy néng do protein S100p huyét twong cé twong quan thuan véi bach cau mau (r =
0,3, p = 0,015) voi duwong mau (r = 0,28, p = 0,026) nhung khong thuong quan véi
thang diém Glasgow [67].
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Ngoai viéc tim hiéu mbi twong quan gitta CCDSH véi mot sd thang diém dot
quy, nhiéu tic gia cling di sidu tim hiéu mot sé6 mdi twong quan giita nong do
CCPSH nghién ctru véi mot sd yéu té can 1am sang khac nham hiéu biét sdu hon vé
bénh 1y nghién ctru va giup cho viée chan doan, diéu tri va tién luong du phong tdt
hon. Nhu nghién ctru cua Kavalci C ¢ bénh nhan NMN, tac gia lai cha trong dén
chtrc nang than. Téac gia cho thiy & bénh nhan NMN c¢6 s gia ting dang ké nong do
ure va creatinin. Pong thoi co tuong quan mirc do ning cia NMN voi nong d6 ure
va creatinin. Vé linh vuc ndy, trong nude ciing c6 mot sb tac gia dé cap dén. Nghién
ctru Hoang Trong Hanh cho thay ndng d6 NSE tuong quan thuan muc do thap véi
ndng d6 ure mau (r = 0,268, p < 0,01), trong quan thuan mic do vira v6i creatinin
mau (r = 0,383, p < 0,001). Nghién ciru nay ciing cho thdy cé twong quan thuin
mirc do thap giita NSE vdi cholesterol LDL (r = 0,251, p < 0,05), twong quan thuan
mitc d vira v6i bach cau (r = 0,351, p < 0,001) [10].

Mot nghién ctiru khac ¢ 40 bénh nhan NMN va 60 bénh nhan nhdi mau co tim
cung 40 ngudi ching khée manh cia tac gia A. Arakelyan va cs, cho thiy nong do
MCP-1 huyét twong khong twong quan véi tudi r = 0,009, p<0,05 [49] va khong
lien quan v&i cac yéu td nguy co nhu: huyét ap, gidi, duong huyét. RS rang két qua
nghién ctru vé mdi trong quan giita cac CCDSH véi cac thong s6 1am sang, can 1am
sang & ddi twong bénh nhan NMN 1a rat phong pht va con nhiéu diém khac nhau.

Rat can c6 nhi€u nghién ctru hon nira tiép theo dé cling co cho nhitng két luan nay.
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KET LUAN

Qua nghién ciru 50 bénh nhan nhdi mau nio giai doan cap va 40 ngudi chimg tai
Khoa Hoi stc cap ctru va Khoa Noi Téng hop Bénh vién DPKKV Béng son Binh Dinh,
tir thang 01 ndm 2015 dén thang 01 ndm 2016. Chung t6i rat ra mot sé két ludn sau:

1. Nong d huyét twong va gia tri chan doan ciia té hop 4 chit chi diém sinh
hoc vVWF, VCAM-1, MCP-1, D-Dimer & bénh nhin nhdi mau nio cip

- Nong d6 trung binh huyét twong ctia nhdm bénh cao hon nhém ching: VWF
bénh 176,03 + 18,11 Mu/ml, ching 148,98 + 19,04 Mu/ml. VCAM-1 bénh 53,87 +
3,35 ng/ml, chiing 43,64 £+ 4,36 ng/ml. MCP-1 bénh 357,47 + 111,07 pg/ml, ching
190,88 + 51,66 pg/ml. D-Dimer bénh 1016,72 + 524,06 ng/ml, chirng 329,40 + 90,17
ng/ml. C6 98% - 100% bénh nhan nhdi mau ndo cap c6 ndong dd huyét twong ting
trén nong do trung binh nhom ching.

- Piém cat chan doan ciia vVWF (169 Mu/ml), VCAM-1 (49,60 ng/ml), MCP-1
(247,62 pg/ml), D-Dimer (425 ng/ml) rat t6t véi gia tri dién tich dudi duong cong
>0.9. C6 84% - 98% sb bénh nhan nhoi mau nio cip c6 ndong do huyét twong ting
trén diém cat chan doan.

- T6 hop chat chi diém sinh hoc VWF, VCAM-1, MCP-1, D-Dimer, c6 gia tri
chan doan nhdi méau no cép voi do nhay 95,38%; do dac hiéu 91,52%; gia tri du
bao duong tinh 93% va dy bdo am tinh 94,37%.

2. Gi4 tri tién lwong nhoi mau no cip va mot sé6 moi twong quan.

- T6 hop vVWF, VCAM-1, MCP-1, D-Dimer c6 gia tri cao trong tién luong
murc d§ ndng 1am sang lac vao vién cua bénh nhan nhdi méau nio cép, v d§ nhay
70,33%, d0 dac hiéu 81,65%, gia tri du bao duong tinh 76,19%, gia tri du bao am
tinh 79,72%. Phuong trinh hdi qui tuyén tinh da bién tién lugng: Murc do niang 1am
sang = [- 0,1654 + 0,0024 x MCP-1 + 0,0003 x D-Dimer - 0,0566 x Piém Glasgow luc
vao] x 100. Ngudng tién lugng nhe < 20 va tién lugng nang > 20.

- T6 hop VWF, VCAM-1, MCP-1, D-Dimer c6 gia tri cao trong tién luong
dién tién ning 1am sang theo dbi sau 48 gidr voi d6 nhay 75%, d6 dic hidu 75%, gia

tri dy bao dwong tinh 68,45%, gia tri du bao &m tinh 80,56%. Phuong trinh héi qui
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tuyén tinh da bién tién lwong: Dién tién ning 1am sang = [2,2190 + 0,0002 x D-
Dimer + 0,0001 x MCP-1 - 0,1271 x Piém Glasgow luc vao] x 100. Ngudng tién
luong nhe < 80 va tién lugng nang > 80.

- C6 mbi twong quan thuin kém giita ndng d6 vWF huyét trong véi thang
diém NIHSS, phuong trinh: y = 170,2897 + 0,3601x. Va c6 twong quan nghich kém
v6i thang diém Glasgow, phuong trinh: y = 197,0077 - 2,0526 X.

- C6 mbi wong quan thuan kém giita ndbng 46 VCAM-1 huyét twong vdi thang
diém NIHSS, phuong trinh: y = 53,0856 + 0,0494x. Va khéng c6 twong quan véi
thang diém Glasgow.

- C6 mbi twong quan thuan kha chat giita nong d6 MCP-1 huyét twong véi
thang diém NIHSS. Phuong trinh: y = 232,5349 + 7,8377x, r=0,61. Va ¢ tuong
quan nghich vira v6i thang diém Glasgow. Phuong trinh: y = 647.2378 - 28.3532x,
voir=-0,47.

- C6 mdi twong quan thudn vira giita ndng do D-Dimer huyét twong voi thang
diém NIHSS. Phuong trinh: y = 679,1890 + 21,1751x véi r=0,35. Va c0 tuong quan
nghich kém véi thang diém Glasgow. Phuong trinh: y = 1542,2649 - 51,4232x.
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KIEN NGHI

Qua nhirng két qua nghién ciru, chling t6i dé xuit kién nghi sau:

1. Trong thyc hanh 1am sang, budc dau nén tham khao thuc hién to hop 4 chét chi
diém sinh hoc vVWF, VCAM-1, MCP-1, D-Dimer nay, dé gop phan chan doan va tién
lwong nhoi mau nio cap.

2. Can ¢6 nhiéu nghién ctru khac véi c& mau 16n hon, thoi gian kéo dai hon dé

lam sang to thém cho nhiing két qua nay.
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PHU LUC
Dién giai thang diém ddt quy n&o caa Vién Sirc khoée Quéc gia Hoa Ky
(NIHSS)
la. Y thirc: (Level of Consciousness):

Kich thich bénh nhan bang cach goi hay gé nhe dé xac dinh mutc do tinh tao.
Doi khi phai kich thich manh (cdu véo). DU tré ngai nhu dang dit noi khi quan,
chan thuong miéng - khi quan hoic bang kin miéng hay khac biét vé ngn ngit.

0- Tinh thirc hoan toan va dap ung rd rang.

1- Khdng tinh thire, nhung thir tinh khi c6 kich thich nhe (khi goi, hoac lay I4c),
bénh nhan tra o1 chinh xac, thuc hién y 1énh tét.

2- Khoéng tinh, thirc day kho khan, khi thirc day cling khong hoan toan tinh
t4o, can kich thich lap di 1ap lai dé duy tri cha y, hoac phai dung kich thich manh va
dau méi tao dugc cu dong.

3- Hon mé, khong dap tng voi moi kich thich va mat hét cac phan xa, hoic
dap ng bang cac phan xa van dong hoic thuc vat.

Ib. Héi thang va tudi bénh nhan: (Level of Consciousness - Questions)

Hoi vé thang trong nam va hoi tudi bénh nhan. Chi tinh diém cho cau
tra 1oi dau tién. Néu méi dau bénh nhan tra 16i sai, roi lai sira lai dtng, thi van tinh
diém nhu 1a tra 161 sai. Néu c6 mat ngon ngit (aphasia), phai danh gia cau tra i voi
can nhic vé rdi loan ngdn ngir ciia bénh nhan. Bénh nhan mat ngén ngit va sing so
khong hiéu dugc cau hoi thi cho diém 2. Bénh nhan khong thé n6i do noi khi quan
hay loan van ngon (dysarthria) niang hoic bat ky réi loan nao khong do mat ngén
ngit (aphasia) thi cho diém 1.

0- Tra loi dang ca hai céu.

1- Tra loi chi ding mot cau.

2- Tra lo1 khong ding ca hai cau hoi.

Ic. Yéu cau mé / nham mit + nam chit rdi tha ban tay: (Level of
Consciousness - Commands)
Yéu cau bénh nhan mé roi nham mat, sau d6 ndm chat roi xoé ban tay bén

khong bi liét. Chi chim diém cho lan 1am dau tién, néu khdng thuc hién duoc thi



lam ngay budc tiép sau, khong yéu cau lap lai. Néu bénh nhan bi mat ngdn ngit va
khong thé 1am theo y 1énh bang loi, thi bac sy 1am mau cho bénh nhan bat chudc.
Néu bénh nhan bj liét, c6 ¢6 gang ctir dong 1am theo y Iénh nhung khong thé nim
chit tay duoc, thi vin cham 1a binh thuong.

0- Thuc hién dting ca hai y Iénh.

1- Thuc hién dang mot y Iénh.

2- Thuc hién ca hai déu sai.

I1. Nhin phéi hop: (Best Gaze)

Quan sét vi tri nhan cau khi nghi, khdm van nhén chi theo chiéu ngang. Yéu
cau nhin chu y sang bén, hoic 1am thao tac mét dau. Khéng chim diém cho cac ri
loan van nhan theo chiéu doc, rung giat nhan cau. Néu bénh nhan c6 nhin léch phdi
hop ca hai mat sang bén, nhung hét khi 1am thao tac mét dau hay khi nhin cha y, thi
cham diém 1. Néu liét mot day van nhan don doc (day III, IV hay VI), thi ciing
diém 1. Phai khdm ca ¢ bénh nhan bi mat ngén ngit, chan thwong mét, mu tir trudc
hoac ¢6 rdi loan thi lyc hay thi truong (c6 thé dung thao tac mat dau). Néu bénh
nhan cé tré ngai vé quay mat, vi du tat lac mat, nhung van roi dugc khoi duong
giita va c6 gang nhin sang ca phia phai Ian trai, thi van coi 1a binh thuong.

0- Binh thuong.

1- Liét van nhan maot phan: van nhan bat thuong & mot hay hai mat, nhung
khdng c6 tinh trang nhin phéi hop bit budc sang mot bén, hay hién tuong liét van
nh&n hoan toan.

2- Léch mat cudng btc: Nhin phéi hop bat budc sang mot bén, hoac liét van
nh&n hoan toan du lam nghiém phap mat - dau (oculocephalic maneuver) ciing khong
khic phuc duoc.

I11. Thi trwong: (Best Visual - Visual Fields)

Phai kiém tra thi truong ca hai mat. Thong thudng bac sy yéu cau bénh nhan
ding tirng mat dé dém ngon tay & bon goc. Néu bénh nhan khdng thé tra 10i bang
161 noi, thi xem dap trng vaéi kich thich thi giac tieng géc 1/4, hay bao bénh nhan ra
hiéu chi rd s6 cac ngon tay nhin thay duoc. Mat mot goc phan tu thi tinh 1 diém,

mat toan bd nira thi trudng (goc trén + goc dudi) tinh 2 diém. Néu mu do ban than



bénh mit hoic bi khoét b nhan cau, va thi trudng & mét bén kia binh thuong, thi
phéi coi 14 binh thudng (0 diém), chim diém 1, 2, hay 3 dua vao thiéu hut thj truong
ciia mat bén kia. MU khong do bénh mét tinh 3 diém.

0- Khéng ¢4 thiéu hut thi truong.

1- Ban manh mot phan: mat thi truong mot phan & ca hai mat, bao gom ca
mat goc phan tu hay kiéu hinh quat.

2- Ban manh hoan toan: mat thi truong nhiéu & ca hai mat, bao gébm ca ban
manh dong danh

3- Ban manh hai bén: mét thi truong ca hai bén va & ca hai mat, bao gom ca
mu vé ndo.

IV. Liét mat: (Facial Palsy)

Quan sat nét mat va ctir dong mit ty nhién, sau dé yéu cau co co mat cha .
Néu bénh nhan bi mat ngdn ngit va khdng thé 1am theo y Iénh thi bac sy phai lam
mau dé bénh nhan bit chuéc. Néu khéng tinh tdo hoic khdng hop tac, thi c6 thé
dung kich thich dau gdy nhan mat.

0- Binh thuong: khdng mat can doi mat.

1- Liét rat nhe: mod nép mili ma, mat can dbi khi cudi.

2- Liét mot phan: liét hoan toan hoic gan hoan toan phan dudi, nhung phan
trén con co duoc.

3- Liét hoan toan: liét (khéng cir dong) ca phan trén 13n phan dudi mat. Liét
hoan toan mot hoac ca hai bén.

V. Van dong caa tay trai va phai: (Right / Left Motor Arm)

Bao bénh nhan dudi thang hai tay (sap ban tay) 90 do khi ngdi, hoic 45 do khi
nam ngira. Cé giir trong 10 gidy, c6 thé béac sy phai dém to tir 1 t6i 10. Néu co rdi
loan ngbn ngit thi bac sy phai lam mau cho bénh nhéan. Bac sy c6 thé nang tay bénh
nhan tai vi tri kham roi nhic ¢ giit. Néu van dong han ché do bénh 1y xuwong khép
(khong do dot quy ndo) thi cb gang danh gia sao cho loai bo yéu té d6. Néu bénh
nhan khong tinh tao, thi wéc luwong thong qua dap tng vai kich thich dau. Van dong
chu y thuc hién tét 0 diém, néu co dap tng kiéu phan xa (tu thé dudi hay co khi kich
thich) diém 4. Nguoi ta con cham diém 9 (hodc diém X) néu cut chi hay cang khép

vai. Nhung néu chi bj cut chi mét phan, thi van chim diém nhu binh thudng.



0- Khéng léch: bénh nhan gitt tay dudi thiang dwoc 10 gidy.

1- Léch: bénh nhan giir tay dudi thing khong dugc 10 gidy, tay dao dong
hoic ha thap xubng, nhung khong cham vao giuong.

2- C6 gang suc chdng trong luc nhung khong gitt dugc, tay ha thap cham
giwdng nhung van con it stc chdng lai trong luc.

3- Khong thé chdng duoc trong luc: bénh nhan khong gio tay 1én roi mat
giwdng duoc, nhung van c6 chut it co co. Néu nang tay bénh nhan 18n rdi tha, thi tay
roi ngay xudng.

4- Khéng nhuc nhich: khong co bat ky sirc co nao.

9- Khdng thé kham: chi cham diém nay khi khéng c tay, hoic tay bi cét cut,
hoic ctiing khép lan toa. Con thay bang diém X.

V1. Van dong caa chan phai va trai: (Right / Left Motor Leg)

Bénh nhan nam ngira va chan dudi thang, nang tao goc 30 do, yéu cau
giit vitng trong 5 gidy. Bac sy nén dém to tir 1 téi 5 dé bénh nhan ¢ git chan cho
du 5 giay. Néu bénh nhan khong hop tac bang 161 duoc, thi ra hiéu hoic dit chan ¢
tu thé chim diém. Néu bénh nhan khéng tinh thirc, thi wéc luong dira vao dap tng
Véi kich thich dau. Ctr dong chu y tét cham diém 0. Néu bénh nhan c6 dap tng kiéu
phan xa (tu thé co hay dudi) thi cham diém 4. Chi chdm diém 9 chi khi khong c6
chan hoic cang khap hang. bénh nhan c6 khép gia hay cit cut chan mot phan ciing
van phai kham dé cham.

0- Khéng léch: bénh nhan giir chan dudi thang duoc 5 giay.

1- Léch: chan ha thap xudng luc sap hét 5 gidy, khdng cham giwong, hoic
chan dao dong.

2- CO strc co phan nao chdng lai trong luc: chan roi cham giuwdng trong vong
5 gidy, nhung van c6 chlt it sirc co chdng trong lyc.

3- Khong thé chng duoc trong luc: Khdng thé dua chan 1én roi mat givong
dugce nhung van con chut it sitc co chdng trong luc, néu nang chan bénh nhan 1én
dung tu thé kham rdi tha, thi chan roi ngay xudng giuong.

4- Khéng nhuc nhich: khdng c6 bat ky strc co nao..

9- Khdng thé kham: chi chdm diém nay khi khong c6 chan hoic cang khap

lan toa. Con thay bang diém X.



VII. Mét diéu phéi van déng: (Ataxia)

Muyc nay nham tim biéu hién ton thuong tiéu ndo mot bén, va ciing dé
phét hién bat thuong van dong do rdi loan chirc nang van dong hay cam giac. Bénh
nhan phai mé mit nhin, néu c6 khiém khuyét thi truong thi phai bao dam dung duoc
thi truong bén con lanh. Dung thao tac ngén tré - mii va got - gdi ca hai bén. Can
kham bén binh thuong trudc. Chi cham diém cé mat diéu phdi van dong néu mat diéu
hoa khong lién quan ty 16 véi do liét. bac sy c6 thé ra hiéu cho bénh nhan 1am. Néu c6
loan tam (dysmetria) hay loan phdi hop (dyssynergia) & mét chi thé thi cham diém 1,
néu ¢ ca tay va chan mot bén thi diém 2, néu ca hai bén ciing diém 2. Néu hon mé,
hozc liét hoan toan ca tay 1an chan, thi cham diém 9, c6 ngudi cham 1a X.

0- Khéng c¢6: bénh nhan thuc hién tdt ca thao tac tro - miii 1an gét - gdi, cu
dong déu khdng giat cuc va chinh xac.

1- C6 ¢ chi mét chi thé (tay hodc chan), bénh nhan van c6 thé thuc hién tot
duoc 1 thao tac.

2- C6 ¢ hai chi thé: mot bén ca tay 1an chan, hoic ¢é ¢ ca hai bén.

VIII. Cam giac: (Sensory)

Dung kim dé kham cam giac & canh tay (khéng ¢ ban tay) va dui & ca ta chi, va
mat, hoi bénh nhan cam nhan kich thich ra sao. Khong nhit thiét phai nham mat, hoi
xem cam thay nhon hay t0, va so sanh hai bén xem cam giac c6 déu nhau khéng. Chi
tinh diém cho mat cam giac do dot quy ndo gay nén (thuong d6 1a mat cam giac nira
ngudi). Khong tinh diém cho céc loai mat cam giac khac, vi du do viém da day than
kinh. Néu bénh nhan khdng tinh thirc, hoac khdng thé giao tiép bang 11, hoic bi chimng
IAng quén nira nguoi, thi cham diém dya vao dap ung khong bang 10i caa bénh nhan,
Kiéu nhu nhan mat, hay rut chén tay lai khi kich thich. Néu bénh nhan ¢6 dép tng véi
kich thich, cham diém 0. Phai so sanh dap tng véi kich thich & bén phai véi bén tréi,
néu khong dap ng véi kich thich dau & mot bén, thi chAm diém 2, bénh nhan dot quy
than ndo gay mat cam giac hai bén chim diém 2, hdn mé va khong dang ting kich thich
chim diém 2, liét tir chi va khong dép ung ciing diém 2.

0- Binh thudng: khéng c6 mat cam giac khi kham bang kim.

1- Mt cam giac tir nhe t&i vira: cam thay cham kim it nhon hon hozc khong

r& cham kim, nhung van biét dung cham.



2- Mat cam giac ning hoic hoan toan: bénh nhan khong nhan biét duoc 1a c6
vat cham vao, bénh nhan khong dap tng vaéi kich thich dau & mot bén.
IX. Loan van ngon: (Dysarthria)

Y&u cau bénh nhan doc va phat &m mot danh sach chuan céc tir trén to gidy.
Néu bénh nhan khdng thé doc do mat thi giac, bac sy c6 thé doc va yéu cau nhic lai.
Néu bénh nhan c6 mat ngdn ngir nang, thi cham diém dwa vao phéat am rd rét cua
bénh nhan khi néi chuyén tu nhién. Néu bi chang cam lang hodc hén mé, hoic dat
noi khi quan, thi chdm diém 9 (khong thé thir).

0- Phat am binh thuong: phat am tang tir rd rang.

1- Loan van ngén nhe t&i trung binh: c6 réi loan phat &m, bénh nhan ndi
nhiu, c¢d thé hiéu 10i bénh nhan néi nhung hoi kho.

2- Nang: ndi nhiu dén mirc khdng thé hiéu duoc trong khi khong cé réi loan
ngon ngir (dysphasia), hoic cam lang hay mat kha nang noi.

9- Khéng thé tinh diém: c6 noi khi quan hoic trd ngai co hoc khdng noi
dugc. Con thay bang diém X.

X. Ngon ngir: (Best Language)

Bé4c sy yéu cau bénh nhan nhan biét mot nhdm chuan cac d6 vat, rdi doc
mot loat cau. bac sy cd thé vira kham than kinh vira tim hiéu vé kha ning ngén
ngir cua bénh nhan. Pua cho bénh nhan mot to gidy co liét ké hinh cac d6 vat, va
phai cho bénh nhan c6 thoi gian nhan biét. Chi tinh diém cho lan tra 1oi dau tién.
Néu ban dau bénh nhan néi sai, sau lai sira dung, hi van chdm 13 sai. Sau d6 dua
cho bénh nhan mét to gidy c6 ghi sin cac cau. Yéu cau bénh nhan doc it nhét 14 ba
cau. Chadm diém dua vao lan doc dau tién. Néu bénh nhan doc sai lan dau, sau sta
lai dung, thi van cham diém 14 sai. Néu bénh nhan c6 mat thi giac, khdng nhan biét
d6 vat va doc bang mat duoc, thi bac sy phai: dat 6 vat vao tay bénh nhan va yéu
cau xac dinh, danh gia kha ning néi tu nhién va kha ning nhic lai cau noi. Néu
bénh nhan bi dat noi khi quan, hay khdng thé n6i, phai kiém tra bang viét.

0- Khéng mat ngbn ngir: bénh nhan cé thé doc tét cac cau va ndi chinh xéac

tén dd vat vé trén to gidy.



1- M4t ngdn ngir (aphasia) nhe t&i trung binh: dién dat khong trdi chay
nhung van dién dat duoc co ban y kién cua minh. Giam kha niang néi va/hoic
hiéu 101 1am cho viéc noi vé cac dd vat kho khin (co sai sot trong khi néi tén db
vat, tim kiém tir thich hop khi néi, bi chang loan dung tir ngit - paraphasias),
nhung bac sy van dé dang doan dwgc bénh nhan y mudn néi gi.

2- Mat ngon ngir niang: khé khin khi doc ciing nhu khi noi tén dd vat, dién dat
bang nhitng cau ngan roi rac. Bao gom hoic mat ngdn ngir Broca hoic Wernicke.
Nguoi khdm phai hoi di hoi lai va kho doan dugc y cua bénh nhan.

3- Cam lang, mét ngdn ngit toan bo.

XI. Chwng 1&ng quén mgt bén: (Neglect, extinction & inattention)

Tim hiéu kha ning nhan biét kich thich cam giac da va thi giac hai bén (phai
va trai) cung mét luc caa bénh nhan. Pua mot buc vé cho bénh nhan va yéu cau md
ta. Nhac bénh nhan nhin cham chd vao buc v& va nhan biét cac nét diac diém cua ca
nira bén phai va bén trai caa bic tranh. Nhd nhiac bénh nhan ¢ nhin bu lai bat ky
mot khiém khuyét thi giac (mat thi truong néu cd). Néu bénh nhan khéng nhan biét
dugc cac phan cua bic v& & mot bén, thi can coi 1a bat thudng. Sau d6 bac sy kiém
tra kha ning nhan biét cam giac so cung ldc ca hai bén (bénh nhan phai nhim mat).
Néu bénh nhan khong biét dén kich thich & mot bén co thé, thi phai coi 1a bat
thuong. Néu bénh nhan c¢d mat thi luc nang né, nhung kich thich ngoai da binh
thuong, thi cham diém 0. Néu bénh nhan bi mat ngon ngir va khdng thé mo ta buc
vé&, nhung nhan biét duoc ca hai phia, thi chAm diém 0.

0- Khong 1ang quén mot bén: bénh nhan c6 thé nhan biét kich thich ngoai da
& hai bén co thé (kich thich cing mat 1dc), va cé thé nhan biét hinh anh ca bén phai
va trai cua buc tranh.

1- Lang quén mot phan: bénh nhan chi nhan biét duoc hoic kich thich da
hoic kich thich thi giac & ca hai bén. Mot trong hai loai kich thich hai bén d6 van
con nhan biét dugc.

2- Lang quén hoan toan vai ca hai loai kich thich (thi giac va ngoai da) & mot

bén (phai hoac trai), néu kich thich cing ldc ca hai bén.
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L. HoO ten: . o
2 TUOL e,
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8. ChaAN dOAN:..... ...t
9. Tai bién luc:............ gio.... ngay.......... thang........ nam 201
10. Ngay vao vién:.........g10.... ngay... ...... thang......... nam 201
11.Ngay diutra :.........gi0.... ngay.......... thang........ nam 201
12.Chuyén vién :  C6: O Khong: O
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111. LAM SANG

1. Nhiét do: ......... °C

2. Mach: ............ lan/phut
3. Huyét ap:
-HATT:.............. mmHg
-HATTr: ............ mmHg

4. Bap tmg md mét;
- M& mit ty nhién:

- M& mat khi goi:

- M& mit khi kich thich dau:

- Khong dap tng bat ky kich thich:

5. Dép tmg véi 161 noi

- Tra 101 ding cau hoi:

- Tra 161 cham chap mét dinh huong:

- Tra 101 khong phu hop véi cau hoi:

- Lo1 noi1 vo nghia:
- Khong dép tng 101 noi:

6. Bap Umg v61 van dong

- Thyc hién van dong theo yéu cau;

Co: O
Co: O
Co: O
Co: O

Co:
Co:
Co:
Co:
Co:

O0O000a0

- Béap tng van dong phu hop khi kich thich dau:

- Bap tng van dong khong phu hop khi kich thich dau:

- Co ctrng kiéu mit vo ndo khi kich thich dau:

- Dudi cung kiéu mat vé ndo khi kich thich dau:

- Khong dap tng khi kich thich dau:
Co:

7. Li¢t nira nguoi:

8. Liét mat trung wong:
9. Li¢t médt ngoai bién:
10. Réi loan y thc:

- Tinh t4o:

- Lo mo:;

9

Co:
Co:
Co:

O

OOooOoo0aoan

Khoéng:

OO0O0O00000

0000

00000

Khéng: O
Khéng: O
Khéng: O
Khéng: O
Khéng: O
Khéng: O



- Sttng so: Co: 0O Khéng: O

- Hon mé: Co: O Khéng: O
11. Réi loan ngon ngir: ~ C6: O Khong: O
12. Thang diém Glasgow: ................ diém  (E:
13. Thang diém NIHSS:................... diém
14. Thang diém Barthel:................... diém

IV. CAN LAM SANG

4.1. Cong thirc mau:

1.BachcAu:............... 10°/L

2. Tiéucdu: ............... 109/L

4.2. Bilan lipid mau:

1. Cholesterol toan phan: ....... (mmol/L)
2. Triglyceride ST (mmol/L)
3. HDL-Cholesterol: ................ (mmol/L)
4. LDL-Cholesterol :................ (mmol/L)
4.3. Sinh héa:

1.Glucose ..ol (mmol/L)
2. Ure e (mmol/L)
3.Creatinin ©.............ooeen L (umol/L)
4.4. Cac chat chi diém sinh hoc:

1. vVWF e Mu/ml

2. VCAM-1 e ng/ml

3. MCP-1 SR pg/ml

3. D-Dimer SR ng/ml

4.5. Két qua chup ndo cit 16p vi tinh:

1. Thé tich ton thuong: ~ * <5cm?
*5-<10cmd
*10-<20cm?
*20-<30cm?
*>30 cm®

*Vioo,

(]
(]
(]
(]
(]

V:

M:



V. CAC THAM SO THU THAP DIEN TIEN SAU 48 GIO
5.1. Cac tham s6 14m sang

1. C6 dién tién ning sau 48 gio (NIHSS ting > 1 diém):[]

2. Khong dién tién ning sau 48 gio: [
3. Thang diém Glasgow: ................ diém
4. Thang diém NIHSS:..........cocco.... diém
5. Thang diém Barthel:................... diém

Bong Son, ngdy  thang nam 201
Nguoi ghi phiéu

BS. PHAN LONG NHON
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2. TIEN SU
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.Bénhtimmachkhac: ...l
. KET QUA XET NGHIEM

. Céc chit chi diém sinh hoc:

W W NP =W W A W N~



4. CAC GHI CHU KHAC

Bong Son, ngdy  thang nam 201
Ngudi ghi phiéu



DANH SACH BENH NHAN NHOI MAU NAO
TAI BENH VIEN DPKKV BONG SON BINH DINH

'\N/ch: STT|  Hotén  |Tudi|Gisi Pia chi '1'/9/@’ \fﬁ/ S6 VIK
29| 1 |V8MinhC 53 [Nam|Van Hoi,An Tin - Hoai An |22/02/015[3475 |530
30| 2 |HuynhThiX |92 [N |Tam Quan-Hoai Nhon 24/02/015|3636 |549
31| 3 [NguyénThiH |73 |Nit |Bdng Son- Hoai Nhon 24/02/015|3626 |555
1 | 4 |[NgoVanH 80 |nam |K3-Tam Quan - Hoai nhon |06/04/015|7121 |403
32| 5 [ToThiA 65 |N& |An Tin - Hoai An 16/04/015|7978 |1167
2 | 6 [VO6ThanhL 54 |Nam|Hoai Hai - Hoai Nhon 23/04/015|8491 |1223
34 | 7 |NguyénKh 79 |Nam|Hoai Tan - Hoai Nhon 05/05/015|9228 |1103
3|8 [VoTonY 70 |[Nam|An Tin - Hoai An 06/05/015|9372 |1309
4 | 9 |V6ThanhL 51 [Nam|Hoai Chau Bic HoaiNhon [09/05/015|9591 |1362
36 | 10 [Huynh Th 62 |[Nam|An Hoa - An Lao 17/05/015|10138|1456
37 | 11 |Bién Ngoc L 33 |Nam|Hoai My - Hoai Nhon 31/05/015|11183{1600
10 | 12 |Chau Van G 65 |Nam|Hoai Tan- Hoai Nhon 16/06/015|12420|1755
38| 13 |Thai C 87 [Nam|Hoai T Tay - Hoai Nhon [18/06/015|11802|1776
5 | 14 [Pinh VanTh |57 |Nam|Hoai Tan - Hoai Nhon 24/06/015|12843|1833
39 | 15 [BUi Th 84 [Nam|Thiét Pinh - Bong Son  [25/06/015|12941|1848
6 | 16 |Tran Thi C 77 [Nt |Hoai Btc- Hoai Nhon-  |25/06/015|12912|1842
9 | 17 [Pham Tr 77 |Nam|Hoai HuongHoai Nhon  |26/06/015|12991|1857
7 | 18 |Lévan C 80 |Nam|Hoai Tan- Hoai Nhon 29/06/015|13158|1882
8 | 19 [MaiD 51 |Nam|An Hoa- An Ldo 10/07/015|14086|2005
11 | 20 [Nguyén Van T |85 |Nam|Hoai Tan - Hoai Nhon 11/07/015|14133|2015
40 | 21 |[NguyénThiL |84 |N& |Tam Quan-Hoai Nhon 13/07/015|14326|2033
12 | 22 [Nguyén ThiH |73 |Nir |Hoai My - Hoai Nhon 31/08/015|2592 |1855
13 | 23 |Huynh V 52 |Nam|Hoai Tan - Hoai Nhon 03/08/015|16093|2262
45 | 24 |Nguyén ThiT |58 |N& |An Tin - Hoai An 03/08/015|18322|2590
43| 25 [Huynh ThiC |63 [Nt |My Loc - Phu My 08/08/015|16592| 2326
14 | 26 |[Nguyén Phic H 55 |Nam|Hoai Tan -Hoai Nhon 10/08/015|16733|2350
41 | 27 |Bui B 68 |Nam|An Hin - Hoai An 14/08/015(17166|2412
28 | 28 |Nguyén Van T |57 |Nam|An My - Hoai An 23/08/015|3567 |544
17 | 29 [Nguyén ThiH |73 |Nir |Hoai My - Hoai Nhon 31/08/015|18557|2592
15 | 30 |PhanC 85 [Nam|An Hoa - An Lao 09/09/015 185992888
16 | 31 |Huynh Thi Th |83 |Nir |Hoai Huong- Hoai Nhon [01/09/015|18674|2610
46 | 32 |Lé ThiXuan L |78 |N& [An Thanh - Hoai An 05/09/015|19020|2643
18 | 33 |Nguyén Ngoc B (93 [Nir |Hoai T Tay - Hoai Nhon [15/09/015|19815|2703
20 | 34 |Duong Thi Ch |85 |Nit |Hoai Huong - Hoai Nhon |23/09/015(20461|2790
48 | 35 |LEThiB 75 [Nt |Hoai Hai - Hoai Nhon 28/09/015 | 208762840
47 | 36 |NguyénThiQ |74 [N [Bong Son- Hoai Nhon 29/09/015|21064 |913
50 | 37 [Nguyén ThiL |74 |N&r |Hoai Huong - Hoai Nhon |01/10/015|21253(2996
44 | 38 |Poan Nh 86 |[Nam|Hoai T Tay - Hoai Nhon |02/10/015|21312|923




21 | 39 |HoangVanV |67 [Nam|Hoai Tan - Hoai Nhon 07/10/015|21824|3077
19 | 40 |Truong ThiD |84 |Ni&r |Tam Q Nam- Hoai Nhon |17/10/015|22664|3183
23 | 41 |Huynh KimT |54 |Nam|Bdng Son - Hoai Nhon 18/10/015|22733|2085
22 | 42 |Truong BPinh T |36 |Nam|An Hoa - An Lao 20/10/015|22933|3223
24 | 43 |V6 ThiH 68 |N&r |Hoai Huong - Hoai Nhon |28/10/015|23682 (3328
42 | 44 |Truong Quang T|57 |Nam|Hoai T Tay- Hoai NHon |29/10/015|23061|3239
49 | 45 |Phan b 85 [Nam|Hoai Huong-Hoai Nhon |{30/10/015|23960|3351
26 | 46 [Ngo Thi T 78 |N@ |Bong Son - Hoai Nhon  |30/10/015]23996]2162
25 | 47 |Tran ThiL 66 |N&r [Hoai My - Hoai Nhon 01/11/015|24084 2166
33 | 48 |bang Thi L 59 |Ni& |AnPhong - Hoai An 09/11/015(24778|3457
27 | 49 |Tran H 61 |[Nam|Hoai Hao-Hoai Nhon 12/11/015|25194|3509
35 | 50 |Phan Thi Ch 78 [Nt |Tam Quan - Hoai Nhon 12/11/015|25147|1048 |
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DANH SACH BENH NHAN NHOM CHUNG

TAI BENH VIEN PKKV BONG SON BINH PINH

'\I\’l'é STT Ho tén Tubi | Gisi Pia chi '\\'fA""}’ \fAO/ sé VIK
1 |1 |BuivanH 91 | Nam | My Buc - Pha My 05/03/015 | 4526 | 732
2 |2 Pham Luu H 53 | Nam | An Tin - Hoai An 12/03/015 | 15136 | 518
3 |3 |ThaiQuangS |54 | Nam | Bong Son - Hoai Nhon | 30/08/015 | 18481 | 2573
5 |4 Nguyé thi Kh 60 | Nir | Hoai Thanh - Hoai Nhon | 07/04/015 | 7235 | 1069
6 |5 Pham Thi Mai H | 52 | Nit | My Loc - Phu My 06/04/015 | 7216 | 1069
7 |6 Ping Thi Ng 60 | N&t | An Tin-Hoai An 21/04/015 | 8315 | 1205
8 |7 Nguyén Van T |45 | Nam | An Hoa - An Lo 15/01/015 [ 919 | 141
25 |8 Nguyén ThiH |88 | Nir | Hoai Tan - Hoai NHon | 13/10/015 | 22291 | 3144
24 |9 Lé Thi Kh 80 | Nir | Hoai Xuan - Hoai Nhon | 19/10/015 | 22973 | 3204
12 |10 |LéTh 51 | Nam | Hoai Thanh - Hoai Nhon | 20/10/015 | 22973 | 3229
26 |11 |NgdThiH 86 | Nir | Hoai Puc - Hoai Nhon | 21/10/015 | 23031 | 3233
11 |12 | Ngb Thanh B 85 | Nam | An My - Hoai An 21/10/015 | 23009 | 3234
23 |13 |[NguyénThiM |73 | Nir | AnHao - Hoai An 24/10/015 | 23175 | 3257
4 |14 | Tran Van M 52 | Nam | Hoai Btc - Hoai Nhon | 22/10/015 | 3259 | 2317
27 |15 |LéThiCh 82 | Nir | Hoai Tan - Hoai NHon | 22/10/015 | 23220 | 3267
28 |16 | Tran Thi X 71 | Nt | Hoai My - Hoai Nhon | 22/10/015 | 22950 | 3267
9 |17 |TranD 85 | Nam | BongSon - Hoai Nhon | 22/10/015 | 22882 | 3228
13 [18 |[LéM 83 | Nam | Hoai My- Hoai Nhon 23/10/015 | 23280 | 3276
29 |19 | NguyénThiPh |85 |Nir |Hoai Thanh- Hoai Nhon | 23/10/015 | 23242 | 3272
15 [20 | TranTh 43 | Nam | Hoai Hao - Hoai Nhon | 26/10/015 | 23494 | 3295
10 |21 | NgdTh 76 | nam | Hoai Thanh - Hoai Nhon | 27/10/015 | 23586 | 3314
16 [22 |PhanT 41 | Nam | Hoai Tan - Hoai Nhon | 27/10/015 | 23621 | 3313
17 |23 |[TranTamT 51 | Nam | Hoai Hao - Hoai Nhon | 27/10/015 | 23646 | 3319
14 |24 | NguyénV 77 | Nam | Hoai Thanh - Hoai Nhon | 28/10/015 | 27314 | 3339
19 |25 | Tran VanKh 41 | Nam | My Chau - Phi My 28/10/015 | 23773 | 3329
18 [26 |V6H 83 | Nam | Hoai Tan - Hoai Nhon | 29/10/015 | 23853 | 3345
40 |27 |NgThiXuanM |78 | N | An Thanh-Hoai An 28/10/015 | 23793 | 3333
35 |28 |TranThil 74 | Nir | Hoai Tan - Hoai Nhon | 29/10/015 | 23871 | 3344
30 |29 | Ngbd ThiKh 78 | Nir | Ph6 Thanh - Quing Ngai | 30/10/015 | 23791 | 3354
31 |30 |NguyenThiH |69 |Nit | HoaiPbuc-Hoai Nhon |30/10/015 | 23480 | 3301
33 |31 |TranVan b 67 | Nam | Hoai My - Hoai Nhon | 01/11/015 | 24063 | 3374
22 |32 |PhanThanhH 70 Nam | Hoai Xuan - Hoai Nhon | 02/11/015 | 24167 | 3380
21 |33 |[V&Th 85 | Nam | Hoai Thanh - Hoai Nhon | 03/11/015 | 24225 | 3391
20 |34 |LéKimT 65 | Nam | Hoai Xuan - Hoai Nhon | 03/11/015 | 24270 | 3393
34 |35 |NguyénKhicH |52 | Nam | Bong Son - Hoai Nhon | 05/11/015 | 24416 | 3433
37 |36 |NguyenThiB |75 |Ni |Hoai Thanh - Hoai Nhon | 06/11/015 | 24556 | 3433
36 |37 |LéThiM 74 | Nt | Hoai Thanh - Hoai Nhon | 09/11/015 | 24727 | 3166
38 |38 | NguyénN 85 | Nam | Hoai Tan - Hoai Nhon | 09/11/015 | 24824 | 3461
39 (39 |HOThiH 76 | Nir | Hoai Xuan - Hoai Nhon | 02/11/015 | 25133 | 3499




132 |40 |[NguyenThip |78 |Nit | Hoai Thanh - Hoai Nhon | 29/11/015 | 23878 | 3341 |
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MAY THUC HIEN XET NGHIEM GLUCOSE, URE, CREATININ, BILAN
LIPID TAI KHOA XET NGHIEM BENH VIEN DPKKV BONG SON



MAY THU'C HIEN XET NGHIEM BACH CAU, TIEU CAU
TAI KHOA XET NGHIEM BENH VIEN PKKV BONG SON



MAY CHUP CAT LOP VI TiNH SQ NAO TAI BENH VIEN PKKV
BONG SON



MAY THU'C HIEN XET NGHIEM MCP1 TAI KHOA SINH HOA
BENH VIEN TRUNG UONG HUE



MAY THUC HIEN XET NGHIEM vWF, VCAM-1, D-DIMER
TAI KHOA HUYET HQC BENH VIEN TRUNG UONG HUE



