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Két qua buéc dau sit dung hinh inh bat twong ximg
FLAIR-DWI lga chon bénh nhan dfot quy nhoi mau nao
khong ro6 gio khéi phat cho di€u tri alteplase tinh mach

The initial effectiveness of FLAIR-DWI mismatch guided intravenous
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Tom tat

Muc tiéu: Danh gia két qua budc dau st dung hinh anh bat tuong xing (mismatch) FLAIR-DWI chon
bénh nhan dét quy nhéi mau nao khéng ré gio khai phat cho diéu tri alteplase tinh mach. Béi tuong va
phuong phdp: Nghién cliu mé ta, cat ngang két hop theo doéi dén ngay 90 (N90) doi véi 10 bénh nhan
dét quy nhoi mau nao khong ré gid khéi phat, chup MRI xac dinh mismatch FLAIR-DWI, dugc dung
alteplase dudng tinh mach. Két qud: Tudi trung binh: 70,3 + 13,6 nam, ty I& nam/n{: 8/2. Diém NIHSS: B4t
dau tu thai diém bolus alteplase, sau 1 gid, sau 24 gid va khi ra vién (1an lugt: 8,4 + 2,6; 6,1 + 11,6; 5,7 +
11,8;6,0 + 12,7), s6 trudng hop cé diém NIHSS gidam > 4 chiém: 8/10 trudng hgp. S6 ngay nam vién trung
binh cia nhém nghién ctiu la 7,1 + 3,9 ngay. Ngay 90: S6 trudng hgp c6 diém mRS 0 - 2: 8 trudng hop, s6
trudng hap diém mRS 3 - 5: 1, t&r vong: 1 trudng hap (do bién ¢ mach vanh). Két ludn: St dung hinh anh
mismatch FLAIR-DWI & bénh nhan dét quy nhéi mau nao khéng ré gis khéi phat cho lua chon diéu tri
alteplase tinh mach hia hen mang lai lgi ich.

Tirkhéa: Dot quy nhoi mau nao khong ro gic khai phat, tiéu sgi huyét dudng tinh mach.

Summary

Objective: To evaluate the initial effectiveness of FLAIR-DWI mismatch guided intravenous alteplase
therapy (IAT) for ischemic stroke with unknown time of onset (ISUTO). Subject and method: Descriptive,
cross-sectional studies combined with longitudinal study (outcome at 90 days). 10 cases of ischemic
stroke with unknown time of onset who met the criteria for intravenous alteplase therapy (IAT), clinical
monitoring, mismatch FLAIR-DWI, is identified the presence of a visible ischemic lesion on diffusion-
weighted imaging, combined with the absence of a clearly visible hyperintense signal in the same
region on fluid-attenuated inversion recovery (FLAIR). Result: The mean of age: 70.3 + 13.6, male to
female ratio: 8/2. NIHSS score: before bolus alteplase, after 1 hour, after 24 hours and upon discharge
(84 +£26,6.1 £11.6,5.7 £ 11.8, 6.0 = 12.7, respectively), NIHSS score decreased > 4: 8/10 cases. The
period of hospitalization in ISUTO group was 7.1 + 3.9 days. Outcome at 90 days, mRS 0 - 2: 8 cases; mRS
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3 - 5: 1 case, death: 1 case (due to coronary disease). Conclusion: The FLAIR-DWI guided intravenous
alteplase therapy for ischemic stroke with unknown time of onset would has potential benefits.
Keywords: Stroke with unknown time of onset, thrombolysis.

1.Pat van dé

Diéu tri tiéu soi huyét duong tinh mach bang
alteplase la diéu tri chuan cho d6t quy nhdi mau nao
cép trong vong 4,5 gid ké tu khi 6 cac triéu ching
khai phat [1]. Trong nhém cac bénh nhan &6t quy,
cé tu 14 dén 27% khong rd gid khdi phat, cac
nguyén nhan thudng gap la do bénh nhan khéi phat
dot quy trong gidc ngu [2]. Cac bénh nhan nay trudc
day bi loai trir khoi chi dinh dung thudc tiéu sgi
huyét duong tinh mach, va chi mot phan it du diéu
kién lua chon vao nhéom ldy huyét khéi co hoc. Co
mot ty 1& dang ké khai phat dot quy nhéi mau nao
c6 thé chi vai gid cudi trudc khi thiic gidc, va nhom
bénh nhan nay van cé thé con trong clia sé lua chon
diéu tri bang tiéu sgi huyét tinh mach [3]. Cong
hudng tu (MRI) véi cac bénh nhan dot quy nhoi mau
nao khong ré gid khai phat dugc khang dinh bang
hinh anh thiéu mau trén xung khuéch tan (diffusion
weighted imaging: DWI) két hop vai viéc khéng thay
hinh anh tang tin hiéu tai ving nado tuong ung trén
xung FLAIR (fluid-attenuated inversion recovery),
hinh anh nay cho phép dy dodn cac triéu chiung
khoi phat dot quy la trong vong 4,5 gid tinh dén thoi
diém chup MRI [4]. Nghién cttu Wake-Up Stroke nam
2018, da s dung bat tuong sing (mismatch) hinh
anh MRI néi trén lam tiéu chi lua chon diéu tri, két
qué cho thdy uu thé hon han cta nhom dugc su
dung Alteplase so v&i nhom ching khong dung
alteplase [5]. Chung téi danh gia két qua budc dau:
10 trudng hop dot quy nhéi méau nao khéng ré gis
khai phat sir dung mismatch FLAIR-DWI dé diéu tri
alteplase tinh mach.

2. i tugng va phuong phap
2.1.Déi tuong

G6m 10 bénh nhan da tiéu chudn theo cac tiéu
chi sau:

Tiéu chudn chon bénh nhdn

Tiéu chuan 1dm sang theo dinh nghia cta T8
chic Y té Thé gidi vé dot quy nao [6].

40

Tudi tur 18 - 80.

Tiéu chudn chan doéan lam sang dot quy nhéi
mau ndo cap khong rd thai diém khai phat (dét quy
trong gidc ngd hodc bénh nhan hay ngudi nha
khéng xac nhan dugc thai diém khai phat).

Thoi diém cudi cung dugc xac nhan 1a binh
thuong (khéng c6 céc triéu ching than kinh) > 4,5
gis tinh dén khi nhap vién diéu tri.

C6 bi€u hién suy gidm chic nang than kinh:
dinh nghia la suy gidam mét hay nhiéu chiic nang
bao gém: Ngén ngt, van dong, tri nhé, thi giac.

Nhap vién trong vong 4,5 gid ké tur khi cac triéu
chiing dugc nhan biét

Bénh nhan hoac ngudi nha déng y tham gia
nghién cuu.

Tiéu chudn hinh anh: MRI vGi cac xung DWI,
ADC, FLAIR, MRA: “DWI-FLAIR mismatch” dugc dinh
nghia: Vung ton thuong thiéu mau bi€u hién tang
tin hiéu trén DWI nhung khéng thay tiang tin hiéu
tuong ung trén FLAIR.

Tiéu chudn loai trcr

Tiéu chuan lam sang:

Cac bénh nhan phu hgp tai théng bang can
thiép nodi mach (tiéu sgi huyét dudng déng mach,
lay huyét khoi co hoc).

Di ching tan tat trudc &6 (mRS > 1).

Dot quy nang (NIHSS > 25).

Chéng chi dinh chup MRI (may tao nhip tim).

Tiéu chuan can lam sang:

Tiéu chuén trén film MRI khong ré rang theo
tiéu chilua chon.

C6 bat ky dau hiéu nghi ngd chdy mau noi so
trén MRI.

Hinh anh trén xung FLAIR tang tin hiéu ré rang
tuong Ung véi vung tang tin hiéu trén xung DWI
ching minh thai gian khéi phat > 4,5 gio.

Vlung tiang tin hiéu trén DWI > 1/3 vung cap
mau déng mach nao gilta hoac > 50% ddng mach
nao trudc hodc d6ng mach ndo sau.
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Bat ky dau hiéu nao trén MRI cho thdy nguy co
chdy mau ndi so tiém an khi diéu tri tiéu sgi huyét
bang alteplase tinh mach.

Thuéc ding trong nghién ciu

Alteplase: Liéu 0,9mg/kg can nang.

Cach dung: Pudng tinh mach, bolus 10% téng
liéu, lugng thubc con lai duy tri bom tiém dién trong
60 phut.

2.2, Phuong phdp

Phuong phap nghién ctu: Mé ta, cat ngang két
hop theo ddi nhém bénh nhan dét quy khong ro gis
khai phat dén ngay 90.

Mdy s dung trong nghién cdu: Mdy céng
hudng tu 1,5 Tesla, hang Siemen, dat tai Khoa Chan

doén hinh anh, Bénh vién Quan y 103, chup day du
cac xung FLAIR, Diffusion, ADC, T2*,T1, T2, TOF 3D.
St dung phan mém x ly s6 liéu SPSS 23.0.

3. Két qua

Qua theo déi lugng bénh nhan dét quy nhap
vién tai Khoa D6t quy, Bénh vién Quan y 103 tu
thang 8 nam 2019 dén thang 4/2020, ching téi thay:
Trong s6 535 bénh nhan dét quy nhéi mau nao co:
10 bénh nhan (1,8%) dot quy nhoéi mau nao khéng
ré gio khéi phat (ISUTO) va cé mismatch FLAIR-DWI,
du tiéu chi dung alteplase tinh mach. Chung toi
danh gia va phan tich trén 10 bénh nhan ISUTO nay
vé: dién bién cac triéu ching than kinh va cac dac
diém lam sang theo mau bénh an théng nhat cho
dén khi ra vién va ngay 90.

Bang 1. Pac diém nhan trac va lam sang

Pac diém Nhém nghién ciu (n = 10)
Tudi (X +SD) 703 +13,6
Nam/n{ 8/2
Dot quy trong giac ngl ngay/dém 4/6
Tang huyét ap 9
Can kiém soat huyét ap dudi 185mmHg trudc khi dung alteplase tinh 0
mach
Pai thdo duong 2
Hut thuoc la 3
uéng rugu 3
R&i loan lipid mau 5
Bénh van tim, rung nhi 0
Dot quy téi phat 2
:(r:;: g;]a;n;u(tihci ;j;n;hcatg)l dugc coi la binh thudng dén khi phat hién 440,5 + 146,1
Thai gian tir khi phat hién triéu chiing téi khi tiém thudc (X £5D, phut) 234 £ 58,2
Thai gian tir khi vao vién dén khi tiém alteplase (X +5D, phut) 52,6 £18,5
Thai gian tir khi Chup MRI dén khi tiém alteplase (X £5D, phut) 11,5+3,9

10 bénh nhan doét quy khong ré gid khai phat cé dac diém tudi va gidi cling tuong déng véi cac nghién
cUu vé dot quy trudc day. Trong d6 dot quy trong giac ngl ban dém chiém uu thé (6/10 trudng hop). Thoi
gian tU khi nhap vién dén khi dugc diéu tri alteplase tinh mach dudi 60 phut. Trong cac bénh ly két hop,
bénh nhan tang huyét ap chiém da s6 (9/10 trudng hop), tiép theo la réi loan lipid mau (5/10 trudng hop),
udng rugu va hat thuéc la (3/10 trudng hop), chiém ty & thap nhat la dai thao dudng va dét quy tai phat

(2/10 trudng hgp).
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Bang 2. Diém NIHSS, bién cé trong qua trinh nam vién va sé ngay nam vién

Nhom nghién ctu (n=10)

Khi bat dau diéu tri Sau 1 gi®o Sau 24 gi& Ravién
N|HSS(¥ + SD) 84+26 6,1+£11,6 57+11,8 6,0+12,7
S6 ca ¢ NIHSS giam > 4 8
S6 ngay nim vién (X = SD) 71+39

Bién c6 chdy mau va cac
bién c6 khac

0

Trong thaoi gian diéu tri tai bénh vién (Bang 2),
nhém bénh nhan nghién cu cho thay cai thién tot
vé triéu chuing, vai diém NIHSS gidm va cé NIHSS
giam >4 & 8/10 trudng hgp. Trong d6 khéng co bién
¢6 chdy mau cling nhu cac bién c6 khac.

Bang 3. Két qua chinh ngay 90

Piém mRS Ngay 90 (n = 10)
0-2 8
3-5 1
1

Theo doéi dén ngay tha 90 (Bang 3), s6 trudng
hop cai thién t6t chiém uu thé (diém mRS 0 - 2: 8/10
trudng hop), d€ lai di chiing phu thudc ngudi hé tro:
1 trudng hgp (MRS 3-5), 1 ca tl vong, tuy nhién theo
khai thac thong tin: Bénh nhan ti vong do bién c6
mach vanh.

4. Ban luan

Trong 10 bénh nhan (2% téng s6 bénh nhan
nhap vién diéu tri) dét quy khéng roé gio va cé
mismatch hinh anh FLAIR-DWI, du tiéu chi dung
alteplase tinh mach, va dugc theo déi dén ngay thu
90; qua danh gia buéc dau, ching téi thdy dugc mot
s6 két qua c6 thé hiia hen mang lai lgi ich.

Vé dac diém nhom bénh nhan doét quy khéng rd
gi& khdi phat: Tudi trung binh 1a 70,3 tudi, ty 1é gidi
nam/n(t la 8/2; dot quy trong gidc ngl ngay/dém la
4/6, khong c6 bénh nhan réi loan ngdn nglt hodc réi
loan y thiic ma khong thé xac dinh dugc thai diém
khgi phat. Nhém tudi nay cing phu hgp véi tudi
khai phat dét quy theo cac nghién ciu truéc day 6
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Viét Nam [7], va cling tuong duong vdéi nghién clu
Wakeup stroke: 65,3 tudi [5]; tuy nhién trong nghién
ctru nay: Ty |é dot quy trong gidc ngl ngay/ giac ngu
dém/réi loan ngdn ngir hodc réi loan y thic khong
xac dinh dugc thsi gian khdi phat tuong Ung
89,4/4,7/5,9 la cao haon trong ty 1é6 nhém ca bénh clia
chung t6i. Piéu nay c6 thé anh hudng bdi tam ly
khéng muén dén bénh vién do lo 1dng c6 thé mac
COVID-19 clia nguai dan trong dot dich bung phat.
Trong bdi canh dé, hé luy c6 thé kéo theo la céc
bénh nhan dot quy nhdi mau nao sé han ché viéc
dugc tiép can cac bién phap tai théng mach noi
chung va bién phap alteplase tinh mach & bénh
nhan dét quy nhéi mau nao khéng rd gio ndi riéng.
Clng vi ly do d6, thoi gian dua bénh nhan dén bénh
vién, va cong tac xt tri cho bénh nhan néi vién cling
kéo dai theo. Cu thé trong nhém bénh nhan nghién
clu clia ching toi: Thai gian tur thai diém cudi dugc
coi la binh thudng dén khi phat hién triéu ching:
440 phut (7,3 gig), thai gian tu khi phat hién triéu
chiing téi khi tiém thuéc: 234 phat (3,9 gid), Thoi
gian tu khi vao vién dén khi tiém alteplase: 52 phut,
Thai gian tu khi chup MRI dén khi tiém alteplase: 11
phut. Véi tiéu chi thdi gian la ndo (time is brain) thi
viéc cang rut ngan dugc thdi gian tu khi khai phat
dén khi ti€p can cac phuong phap diéu tri tai thong
mach & bénh nhan dét quy nhéi mau nao cap cang
c6 y nghia véi khd nang tai thong cling nhu hoi
phuc cac khiém khuyét than kinh. Vi vay, trong qua
trinh chup, chidng t6i danh gia 4 xung FLAIR, DWI,
ADC va T2* tim mismatch hinh anh FLAIR-DWI, loai
trir chdy mau trén T2* ngay lap tdc tién hanh ding
chay may, bat dau tiém bolus alteplase (10% téng
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liéu) va dung bom tiém dién liéu duy tri, sau d6 mai
cho chay tiép cac xung con lai (T1, T2, TOF3D) nén
c6 thé rat ngdn thdi gian so véi viéc chd hét tat ca
cac xung cla quy tinh chup MRI.

Vé dac diém cac yéu t6 nguy co va bénh két
hgp, trong 10 bénh nhan nay cho thay ty 1é bénh
tang huyét ap la cao nhat: 8/10 truong hop, tiép
theo la réi loan lipid mau (5/10 trudng hop), uéng
rugu va hat thudc 14 (3/10 trudng hagp), chiém ty 1é
thap nhat la dai thao dudng va dét quy tai phat
(2/10 trudng hgp). Cac yéu té nguy ca nay cho thay
ty lé tuong déng so vdi cac nghién clru & trong nudc
trudc day vé dét quy nao noi chung. Nhu ching ta
da biét, tang huyét ap dan dén bién déi hinh dang
cac mach mau nao va bién déi huyét déng tuan
hoan nao. Tang huyét ap la yéu t6 nguy co cla via
xd déng mach noéi chung. Xo vira ddng mach nao
thudng xay ra & géc déng mach canh, déng mach
dét séng, dong mach than nén va da giac willis.
Tang huyét ap cing lam tang kha nang tao huyét
kh&i do bat thudng déng mau, ti€u cau va rdi loan
chiic nang ndi mach. Khéng c6 bénh nhan nao can
ki€m soat huyét ap dudi 185mmHg. Piéu nay co thé
gdép phan lam gidm nguy co bién c¢6 chdy mau &
nhom bénh nhan nay (theo két qua & Bang 2).

Trong nghién ctiu ctia ching t6i, di€ém mRS cla
nhom nghién ctu trude khi khéi phat dot quy nhoi
mau nao la 0 diém. Diém NIHSS gidm dan sau diéu
tri: Bat dau tu thai diém bolus alteplase, sau 1 gid,
sau 24 gi¢ va khi ra vién (lan lugt: 8, 6, 5, 6), muc
giam diém NIHSS > 4 c6 8/10 trudng hgp. Diém
NIHSS khi vao & nhém bénh nhan nghién cdu cda
chung t6i cao hon nhém bénh nhan trong nghién
ctru Wake-up (8 so vdi 6), tuy nhién do s6 lugng
bénh nhan thu thap con han ché, can theo doéi va
thu thap thém dé b sung sé liéu. Véi tiéu chi cai
thién 1am sang vdi thang diém NIHSS gidm trén 4
dugc tinh la cai thién tét [8], nghién ctu cta ching
toi cho thay: Ty lé cai thién t6t la cao 8/10 trudng
hgp sau 1 gid diéu tri, tuc la lac vira hét alteplase liéu
duy tri sau bolus. Theo d6, s6 ngay nam vién trung
binh ctia nhém nghién ctu la 7 ngay, thai gian nam
vién tuong ddi ngdn co thé gidm bét ap luc do s

ngay nam kéo dai cong thém luu lugng bénh nhan
dong. Theo Thomolla va cong su [5], diém mRS ngay
th 90 Ia 1 (Cl 1-3), trong nghién ciu cla chung toi:
Diém mRS ngay 90, bénh nhan héi phuc tét (mRS <
2) chiém 8/10 trudng hop; va 1 trudng hgp liét muc
dd nang, can phu thudc vao ngudi trg giap (mRS: 4).
Nhu vay & ngay thi 90, bénh nhan hau nhu cai thién
tét cac khiém khuyét than kinh, khong can phu
thudc va su trg gitp clia ngudi than trong cac cong
viéc hang ngay. Biéu nay cho thay viéc lua chon cac
bénh nhan c6 vung nhu mé nao bi tén thuong
nhung van con kha nang ctu chira dugc (salvagable)
bang mismatch FLAIR-DWI c6 thé hia hen mang lai
hiéu qua diéu tri té6t bang alteplase tinh mach &
nhém bénh nhan ngudi Viét Nam. Chidng t6i thu
thap trong 8 thang va tuyén chon dugc 10 bénh
nhan da tiéu chi, con trong nghién ciu Wake-up
tién hanh ti nam 2012 dén nam 2017 déng nghién
cu va thu tuyén tir 61 trung tdm doét quy 16n & chau
Au va tuyén dugc 503 bénh nhan [5], do vay can c6
thém thdi gian thu thap s6 liéu dé co cac két qua
viing chac hon.

Tuy nhién, ngoai két qua hoi phuc chiic nang
tot & thai diém ngay sau diéu tri alteplase va ngay
90 & nhéom bénh nhan nghién cdu, trong 10 bénh
nhan nay trong qua trinh diéu tri: Cé 1 ca t vong,
khéng xay ra cac bién ching khac. Qua khai thac, ca
tlr vong nay la do nguyén nhan bénh mach vanh, vé
tinh trang cac triéu ching than kinh cai thién tét
bénh nhan tu sinh hoat va tu phuc vu dugc (mRS: 1)
cho dén trudc khi xay ra bién c6 mach vanh va t&
vong. Theo Thomalla: Ty Ié t& vong ngay 90 la 4,1%,
chdy mau ndi so cé triéu ching la 8% (theo dinh
nghia nghién ctu NINDS), dot quy tai phat trong
vong 90 ngay la: 23,1% (khong triéu chiing) va 6,8%
(cé triéu ching), chdy mau 16n: 1,2% va phan Ung di
ing: 0%. Theo Bang 2, két qua nghién ctru cho thay:
Cac bién chiing chdy mau va cac bién ching khac la
0%, hda hen tinh an toan v&i nhém bénh nhan dot
quy khéng ré gid ma khoang tréng diéu tri trudc day
khéng cho phép tiép can bién phép téi thong mach
bang alteplase tinh mach khi si dung bat tuong
xung FLAIR-DWI.
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NGUYEN VAN THUONG

Hinh 1. Hinh anh mismatch trén MRI bénh nhan Nguyén Van Th: Mai tén lién
cho thay hinh anh tang tin hiéu trén DWI, mai tén nét dut: Khong thay bat thudng trén FLAIR

5. Két ludn

Qua theo doi danh gia 10 trudng hgp bénh

nhan dét quy nhéi mau nao khong ro giG khéi
phat, st dung hinh anh mismatch FLAIR-DWI [am
tiéu chudn diéu tri alteplase tinh mach hda hen
mang lai hiéu qua cai thién vé chic nang va dam
bao tinh an toan.

Tai liéu tham khao

1.
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