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TOM TAT

Dit vin dé: Bénh mach mau ndo gay tir vong hon 6 triéu ca hang nam trén toan cau.
Cong hweng tir (MRI) khao sat ndo tot hon so véi chup cat 16p vi tinh (CLVT) trong nhoi mau néo
(NMN). Alteplase dwoc chdp thudn cho diéu tri NMN khei phdt duéi 4,5 gio nham giam tan tat va
tiz vong. Lieu thdp tiéu sei huyét finh mach (IV rTPA) c6 thé 1am giam xudt huyét néo so véi liéu
chudn. Tuy nhién, tinh an toan va hiéu qua cua liéu thap IV rTPA trong NMN cap khong tic mach
I6n con chwa dwoc danh gia day dii. Muc tiéu nghién cieu: Péanh gia két qud, tinh an toan cia 1V
rTPA liéu thap trong NMN khong tic mach 16n (KTML). Déi twong va phwong phdp nghién
cieu: Tién cizu theo ddi 3 thang, ¢ bénh nhan NMN <4,5 gio va KTML, diéu tri IV rTPA liéu thap.
Keét cuc hiéu qua 1a ty 1¢ dac ldp chire nang mRS sau 90 ngay, két cuc an toan Ia ti 1¢ xuat huyét
nado, phi ndo, xuat huyét tieu hoa, tir vong trong qud trinh diéu tri. Két qud: Tir thang 2/2019 dén
7/2021, c6 92 bénh nhan dwoc chon. NIHSS nhdp viéen 7,5+3,7; xudt vien/7 ngay 3.3+3,5; mRS
nhdp vién 2,9+0,8; ¢ 90 ngay la 1,1+1,1. Trung binh mRS ldc nhdp vién la 2,9; sau 90 ngay diéu
tri 1V rTPA 1a 1,1. Bién ching trén 3/92 bénh nhan (3,3%): 1,1% xudt huyét ndo; 1,1% NMN tién
trien; 1,1% xudt huyét tiéu hoa; khong BN tiz vong trong 90 ngady. Két lugn: Nghién ciru cua
ching tdi cho thay IV rTPA liéu thdp trong NUN KTML duwéi 4,5 gio 1a hiéu qua va dg an toan.
Khdo sdt ndo truéc rTPA bang MRI 3 Tesla lam giam bién ching va ti vong.

Tir khoa: Tiéu sei huyét duong tinh mach liéu thap; nhoi mau néo cap.
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Background: Cerebrovascular disease causes more than 6 million deaths globally. Magnetic

resonance imaging (MRI) is better at examining the brain than computed tomography (CT) for acute

ischemic stroke (AlS). Alteplase is accepted to treat stroke <4.5 hours, reducing mortality and disability.

In addition, low doses of rTPA reduced intracranial bleeding compared with standard doses. However,

the efficacy and safety of low-dose use in stroke without large vessel occlusion (LVO) have not been

thoroughly evaluated. Objectives: To analyze results and safety of low-dose IV rTPA in AIS without LVO.

Materials and methods: This was a cross-sectional study in patients AlS without LVO within 4.5 hours of

stroke onset who were treated with low-dose rTPA screened by MRI 3 Tesla. The primary outcome was
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the good outcome rate at 3 months and safety via rate of intracranial hemorrhage and mortality in 90
days. Results: Between February 2019 and July 2021, there were 92 eligible patients. NIHSS score at
admission was 7.5+3.7; at discharge or after 7 days admission was 3.3+3.5. mRS at admission was
2.9+0.8; at 90 days was 1.1+ 1.1. There were 3(3.3%) patients with complications relating to treatment
with low-dose of rTPA: 1.1% intracranial hemorrhage; 1.1% new infarcts; 1.1% gastrointestinal
bleeding; no deaths in 90 days. Conclusions: Our study suggests that the efficacy, safety of low-dose
rTPA in AIS without LVO within 4.5 hours. Patient selection for rTPA by MRI 3 Tesla contributed to
decrease complication and mortality.

Keywords: Low-dose intravenous recombinant tissue plasminogen activator, acute ischemic stroke.

I. PAT VAN DPE

Bénh mach méu ndo gy tir vong hon 6 triéu ca hang nim trén toan cau, va la
nguyén nhan tr vong thtr hai, chi ding sau bénh tim thiéu mau cuc bd. C6 téi 50% sb
ngudi sdng sot sau dot quy khong lay lai duoc su doc 1ap vé chire ning, va 20% can duoc
cham soc tai co s& 3 thang sau khi khai phat dot quy [7].

Yéu t6 hoat hda plasminogen md téi to hop (tPA) la thuc duy nhat duoc Food
and Drug Administration (FDA) chap thuan trong diéu tri tai tw6i mau & bénh nhan nhoi
méu ndo cip. Diéu kién tién quyét dé diéu tri rTPA bao gdom viéc loai trir xuat huyét va
chting minh mé c6 thé ctu duoc. Két qua tir thir nghiém caa Vién Than Kinh va Dot Quy
N&o Hoa Ky (NINDS) cho thiy diéu tri IV rTPA trong ctra s6 <3 gid, di c6 thém 13%
bénh nhan dot quy thiéu mau ndo phuc hdi cac chirc nang than kinh hoan toan hoic gan
hoan toan tai thoi diém ba thang. Hién tai, IV rTPA trong thoi gian 4,5 gio 1a diéu tri
chuan véi bénh nhan nhdi méau ndo cap dua trén két qua nghién ciru ECASS 3 [4]. Mot sb
bang chiing chi ra riang, diéu tri tidu soi huyét lidu thap véi tong lidu 0,6mg/kg chia 15%
lieu nap va 85% duy tri qua xilanh dién trong 1 gio dem lai hiéu qua twong duong va xu
hudng giam ty 18 bién chung chay méu so vai liéu chuan [6], [5].

Cac truong hop dot quy khong tac mach lén thuong cé triéu ching 1am sang khong
nang (NIHSS thap). Trong khi d6, van dé dot quy nhe thuc sy c6 “nhe” hay khong van con
gay tranh cdi khi céc dir liéu tién ciu cho thay 30% nhiing bénh nhan nay c6 tan phé vé
chie ning tai thoi diém 90 ngay sau dot quy. Nguyén nhan gay nén nhitng tan phé nay cé
thé do danh gia ban dau chua diy du vé suy giam chirc niang, dién tién nang hon cta nhoi
mau ndo, thém vao d6 nhiéu tinh trang bénh ly két hop trén mét bénh nhan dan dén céc su
kién xau vé suc khoe, bao gdom ca dot quy tai phat. Diéu tri IV rTPA tai thdng mach mau
nho c6 thé 1am giam ty 1& tan phé vi ¢ thé giai quyét dugc cac van dé ké trén.

Tai Viét Nam, diéu tri rTPA liéu thap trén bénh nhan khéng tic mach Ién khoi
phat dudi 4,5 gio chua nhiéu s liéu cu thé. Vi vay ching toi tién hanh nghién ctu véi
muc tiéu: DPéanh gia két qua diéu tri va tinh an toan thudc tiéu soi huyét dudng tinh mach
lidu thap trén bénh nhan NMN cap khdng tic mach Ién duoc sang loc bang MRI 3 Tesla.
I1. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru

Bénh nhan dot quy nhap vién tai khoa cp cau tai Bénh vién Pa khoa Qudc Té SIS
Can Tho tir 2/2019-7/2021.

- Tiéu chuan chon mau Bénh nhan duoc chan doan nhoi mau nao Cap trén lam

sang (dot ngot yeu nira nguoi, roi loan cam giac, liét mat, néi kho, rdi loan ngdn ngi, roi
loan tri giéc...), tudi tir 18 trg 1én, nhap vién trong 4,5 gio dau ké tir khi khoi phat triéu
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chtng, duoc chan doan nhdi méu ndo khdng tic mach I6n bang MRI 3 Tesla va duoc diéu
tri Alteplase liéu thap (véi tong liéu rTPA 0,6mg/kg chia 15% liéu nap va 85% duy tri
qua xilan dién trong 1gio) va ddng y tham gia vao nghién cuu.

- Tiéu chuin loai trir: Piém mRS trudc nhap vién >2 diém, nhdi mau ndo kem
xuat huyét noi so.

2.2. Phuwong phap nghién ciru

- Thiét ké nghién cteu: Nghién ctru tién ctru theo ddi trong 3 thang

- C& miu va phwong phap chon miu: Chon tit ca bénh nhan du tiéu chuan chon
mau. C6 tong 92 bénh nhan thoa tiéu chuin chon mau va tham gia trong nghién ctru.

- NOi dung nghién ciru:

+ Tat ca bénh nhan tham gia vao nghién ctru déu duoc chup MRI 3 testla so ndo va
diéu tri bang rTPA liéu thép.

+ Céc dir liéu vé tudi, gi6i, BML, tién su, triéu chimg 1am sang, can 1am sang, hinh
anh hoc; diém NIHSS (thang diém danh gia mirc do ning cua dot quy), mRS (thang diém
danh gia mac do tan tat véi diém <1 1a khéng co tan tat) sau 90 ngay, bién ¢ xuit huyet
ndo, phu ndo — nh01 mau dién rong, xudt huyét tiéu hod dugc ghi nhan qua hoi bénh va hd
so bénh an trong : sudt qué trinh nam vién.

- Xir Iy 6 li¢u: Dir liéu thu thap dugc phan tich bang phan mém STATA 14.0.

I11. KET QUA NGHIEN CUU
3.1. Pic diém chung caa dan sé nghién ciu
Bang 1. Phan b dic diém chung caa dbi twong nghién ctu

Dic diém S6 lugng Ti 18 (%)
<60 32 34,8
Tudi 60-74 42 45,7
>75 18 19,5
Gisi Nam 60 65,2
Nit 32 34,8
BMI BMI>25 25 27,2
Y éu/liét nira nguoi 89 96,7
No6i kho 72 78,3
Lam sang R(”:)i loan cam gidc m“rg nguoi 50 54,4
R0i loan ngdn ngii/that ngon 23 25,0
Liét ddy than kinh so 61 66,3
Roi loan ¥ thirc 14 15,2
Tang huyét ap 72 78,2
Dot quy 15 16,3
Tién st Dai thdo duong 13 14,1
Roi loan lipid méau 12 13,0
Ht thudc 14 41 44,6

Nhan xét: Nam gigi ¢ ti 1é cao hon nir. Tudi trung binh 1a 64,4+12,3 tudi. Biéu
hién 14m sang da dang, trong do triéu chung yéu/liét nira nguoi chiém ti 1é cao nhat 96,7%.
C6 27,2% bénh nhan thira can - béo phi; ti 18 hat thudc 14 1a 44,6% trong d6 100% 1a nam
gidi. Tién sir ting huyét 4p chiém 78,2%; tién s dot quy chiém 16,3%; tién sir dai thao
duong chiém 14,1%; tién st réi loan lipid mau chiém 13,0%.
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Bang 2. Phan b dic diém ton thuong trén MRI 3 tesla so ndo

Dic diém ton thuong trén MRI 3 tesla S luong Til¢ (%)
Ton thuong tudn hoan trude 74 80,4%
Ton thuong tuan hoan sau 18 19,6%

DPiém ASPECTs

8,2+0,7

DPiém PC-ASPECTS

8,3+0,6

Nhan xét: Thang diém ASPECTS dénh gia trén DWI-CHT, nhoi mau n&o tuan
hoan trudc chiém ti I¢ cao 80,4%, ASPECTS trung binh 8,2+0,7; PC-ASPECTS trung

binh 8,3+0,6. . ]
3.2. Ket qua dieu tri tiéu sgi huyet

Bang 3. Thay doi diém NIHSS trong thoi gian diéu tri tiéu soi huyét

biém NIHSS Trung vi Min Max
Nhap vién 6 4 20
Sau 24h diéu tri tiéu soi huyét 3 0 16
Khi xuit vién/sau 7 ngay diéu tri tiéu soi huyét 2 0 14

A

39,1%

vao vién

sau 24 gio

7 ngay/ra vién

0% 20%

40% 60% 80%

v

100%

M NIHSS>10 1 6=<NIHSS<10 [ NIHSS<6

Hinh 1. Phan bé diém NIHSS tai cac thoi diém

Nhan xét: Biém NIHSS giam dan trong sudt qué trinh dicu trj va theo ddi. C6 dén

83,7% bénh nhan cé NIHSS <6 khi ra vién hoac sau 7 ngay diéu tri.

Cai thién diém mRS

3.5 2.9
3

25 18

2
15
1
0.5
0

Nhép vién Sau 24 gio
mRS 2.9 1.8

15

Xuét vién/Sau 7
ngay
15

1.1

Sau 90 ngay
11

Hinh 2. Thay doi diém mRS trong thoi gian diéu tri tiéu soi huyét
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Nhan xét: Biém mRS giam dan theo thoi gian trong qua trinh diéu trj tiéu soi huyét.
Bang 3. Phan bé két cuc tan tat theo mRS tai cac thoi diém

Diém mRS Nhap vién Sau 24h Xuat vién/ sau 7 ngay Sau 90 ngay
mRS<I 0 (0%) 37 (40,2) 52(56,5%) 49 (53,3%)
mRS>1 92 (100%) | 55 (59,8%) 40 (43,5%) 33 (46,7%)

Nhan xét: Ti 18 bénh nhan c6 chi s6 mRS<I ting vuot troi sau 24h didu trj tiéu soi
tiéu soi huyét lieu thap.
3.3. Tinh an toan cia diéu tri tidu sei huyét
Bang 4. Mbi lién quan gitra BMI, Troponin lhs va két cuc tan tat (mRS > 1) sau 3 thang

OR
mRS>1 mRS<1 (KTC 95%) p
>25 15 10 4,1
BMI <25 18 49 (14-12,1) 0,003
Troponin Ihs >15,6 5 2 51 0.04
(ng/L) <15,6 28 57 (0,8-55,5) '

Nhan xét: BMI=25 tang nguy co két cuc tan tat sau 3 thang 1én 4 lan va tang
Troponin lhs lam tdng nguy co ket cuc tan tat sau 3 thang 1én 5 lan, sy khac biét nay nay
c6 y nghia thong ké.

Bang 5. Phan bé cé4c bién ching trong 24 gid dau sau diéu tri rTPA

Bién ching S6 lugng Tilé
Xuat huyét ndo 1
Cé Phu ndo 1 3,3%
Xuat huyét tiéu hoa 1
Khéng 89 96,7%
Tong 92 100%

Nhan xét: Chi c6 3/92 truong hop diéu tri bang rTPA xay ra bién chung chiém ti I¢
3,3%. Trong do, c6 1 trwong hop Chuyen dang Xuat huyét ndo khong triéu chung; 1 truong
hop vira pht ndo do nhdi mau ndo tién trién, co 1 trudng hop Xuat huyét tiéu hoa xai rTPA;
khong ghi nhan trueong hop no tir vong, xuat huyét tiét niéu va phi mach sau rTPA.

VI. BAN LUAN

Pa s6 bénh nhén trong nghién ciru ctia chiing t6i nhap vién véi khiém khuyét than
kinh mirc d6 trung binh (6<NIHSS<10) chiém 41,3% va ning (NIHSS>10) chiém ti 1& cao
19,6% khiém khuyét than kinh mirc ¢ nhe (NIHSS<6) chi chiém 39,1%. Trong nghién
clru cua chung to1 NIHSS luc nhép trung vi la 6. Day 1a muac diém kha thap néu so véi s6
liéu ctia mot s6 nghién ctru cia cac tac gia khac c6 trung vi tir 12 dén 14 [3]. Do dic diém
chon Iyra bénh nhan khéng tic mach 16n, ving tén thuong nio thuong nho va di kém theo
d6 1a khiém khuyét than kinh di kém da s6 cling & mirc d6 nhe t6i trung binh. Sau 24 gio
diéu tri rTPA, cai thién than kinh théy rd véi trung vi ctia NIHSS 4 3, va trung vi NIHSS
sau diéu tri 7 ngay hodc ngay trudc khi ra vién 1a 2 va sau 3 thang 1 1. Sau diéu tri rTPA,
ching t6i ghi nhan sy hdi phuc 1am sang kha 1& qua cac thoi diém dua trén danh gia mirc
d0 cai thién chirc nang than kinh theo thang diém NIHSS. Dién tién nay ciing dugc tac gia
bang Phuc Buc ghi nhan NIHSS trung binh trude diéu tri 1 11,1444.9, sau 24 gio NIHSS
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trung binh 1a 7,1+5,8, NIHSS vao ngay thir 7 hodc khi xuat vién 1a 5,6+4.3 va bénh nhan
cai thién voi thang diém NIHSS sau 30 ngay 1a 5,3+3,4 [1]. Tac gia Pham Phudc Sung ghi
nhan su hoi phuc lam sang kha r6 qua cac thoi diém duya trén danh gia muc do cai thién
chitc ning than kinh theo thang diém NIHSS: NIHSS trung binh trudc diéu tri l1a
11,93+4,23; NIHSS trung binh giam con 7,64+5,69 tai thoi diém 24 gio. Tai thoi diém
xuét vién, diém NIHSS trung binh 1a 7,21+5,32 [2].

Piém trung binh mRS lIuc mdi vao vién 1a 2,9+0,8; sau 3 thang mRS giam con
1,1. Ching t6i ghi nhén ty 1¢ bénh nhan phuc hoi chirc nang than kinh tdt, twong duong
dlem mRS tir 0 dén 1 tai thoi dlem ba thang 13 64,1%. Piéu d6 c6 nghia 1a nhitng bénh
nhan nay c6 thé tré vé voi cude song hang ngay hoan toan binh thuong hodc chi véi cac
khiém khuyét chirc nang ¢ mirc t61 thiéu. Két qua phuc hdi sau 3 thang cua chung toi t6t
hon véi thir nghiém liéu chuén, mé rong ctra s6 diéu tri ECASS 3 (52,4%), so voi két qua
hdi phuc sau rTPA liéu thip cia Nguyen Huy Thang trong ctra s6 dudi 3 gio 13 56,3%va
nghién ciru ENCHANTED liéu thap trong ctra s6 dudi 4,5 gid 1a 48,9% [3], [4], [6].

Khi so voi cac nghién ciru khac, ti 16 két cyc 1am sang tot trong nghién ciru cua
chung t6i cao hon. Thuc té nay c6 thé do cac nghién ctru khac co diém NIHSS cao tic 1a
lam sang lac nhép vién nang hon thuong co6 két cuc tdt thép hon va ti 1¢ tir vong cao hon.
Chang han nhur, thir nghiém NINDS c6 diém NIHSS trung binh 13 14, phuc héi t6t 39%, tir
vong 17%. Trong khi d6, thir nghiém ECASS 3 c6 NIHSS trung binh 11, phuc hoi tét
52,4% va t vong 6,7% [4]. Trong nghién ctru ctia chung t6i bénh nhan dot quy khong tac
mach 16n, thiéu hut than kinh nhe (NIHSS trung binh 7,5+3,7) ti 1& hoi phuc t6t cua ching
t6i 1a 64,1% va khong co trudng hop tir vong sau 3 thang. Pay 13 diém mau chdt dé co thé
giai thich két qua hdi phuc 1am sang trong nghién ciru chung toi tot va ti 18 tr vong thap
hon so voi cac nghién ctru khac.

Chay mau ndo co triéu ching 1a bién chimg dang quan ngai nhét sau diéu tri rTPA vi
¢6 lién quan dén nguy co tir vong hodc tan tit ning . Blen chimg chay mau ndo co tri¢u chung
trong thir nghiém NINDS 14 6,4%, trong d6 36,36% s bénh nhan chay méau nio xay ra trong
12 gio dau, tat ca cac trudng hop con lai ddu xay ra trong 24 gid dau. Cac thir nghiém va
nghién ctru tmg dung sau d6 cho thay ti 1& nay thap hon. nghién ctru ENCHANTED liéu thap
¢6 tridu chimg 2,1%, Nguyén Huy Thing (n=152) khong triéu chimg 2,6% va co triéu chung

4,6% [3], [6]. Trong nghién ctru cua chung t6i chi ghi nhan dugc chi ¢6 1 truong hop Xuét
huyét ndo chiém ti 1& 1,1%, va day 1a truong hop xuat huyét nio khong triéu chung, chuyén
dang chay mau néo trong qua trinh nam vién 1a trong 24 gio dau sau diéu tri, lam sang bénh
nhan hau nhu khong thay doi, khong c6 ting diém NIHSS trong qué trinh nam vién. Ti 1¢ xuat
huyét ndo trong nghién ciru ching t6i 1a rat thap. Ngoai ra, ti 16 xuat huyét ngoai so ching toi
ghi nhan ciing rat thip: ¢6 1 truong hop (1,1%) xuét huyét tiéu hoa trong vong 24 gio sau xai
I'TPA; khong ghi nhan truong hop xuat huyet tlet ni¢u va phu mach sau rTPA, 1 truong hop
(1,1%) vira phi no ac tinh do NMN tién trién cép.

Nhu vay, khi so véi cac nghién ctru khac thi két cuc 1am sang thudn lgi sau ba
thang trong nghién ctru ctia chung t6i tot hon. Sy khac biét nay 1a do dan sb ciru cua chiing
t6i 1a nhitng bénh nhan khong tic mach 16n, diém NIHSS thap hon so véi cac nghién ctru
khac. Bén canh do, ching t61 dung cong huong tur dé khao sat cac truong hop dot quy cap
trude khi quyet dinh diéu tri rTPA, gitip d4nh gia cac vi xuét huyet 1a nguyén nhén gay
tang ti 1¢ xuét huyét nio sau diéu tri rTPA, dong thoi phat hién cac ton thuong néo do Xuat
huyét trong qua khir, diéu nay giup ching t6i can nhic trong quyét dinh diéu trj rTPA cho
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bénh nhan. Thir ba, chiing t6i diéu tri rTPA bang liéu thip (0,6 mg/kg), theo cac nghién
ctru ENCHANTED va mét sd cic nghién ciru diéu tri rTPA lidu thép thi didu tri rTPA
mang lai hiéu qua khong khac biét so voi lidu chuén trong hoi phuc than kinh sau 3 thang,
tuy nhién két qua bién ching xuat huyét ndo va tir vong dem lai 1a thap hon [5], [6].

V. KET LUAN

Qua nghién ctru chiing t61 ghi nhan: Trung vi cia NIHSS lac nhap vién 1a 6, sau 24h
diéu tri tiéu soi huyét liéu thdp 13 3 va sau 1 tuan 14 2. Trung binh diém mRS lac nhap vién
14 2,9; sau 24h diéu tri tiéu soi huyét lidu thip 13 1,8; sau 1 tuan 14 1,5 va sau 90 ngay 1a 1,1.
BMI>25 ting nguy co tan tat 1én 4 1an, ting Troponin Ths lam tang nguy co tan tat 1én 5 lan
sau 3 thang. C6 3 truong hop bién ching trong 24 gio dau sau diéu tri rTPA. Trong do, ¢6 1
truong hop chuyen dang xuat huyét khong triéu chimg, 1 treong hop phu ndo va 1 truong
hop xuét huyét tiéu hoa. Khong ghi nhan tir vong sau 3 thang diéu tri rTPA.
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