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Dot quy ndo dugc coi la nguyén nhan gay ti vong ding hang tht ba
sau bénh tim mach va ung thu, ddng thoi 1a nguyén nhan gay tan tat hang du
tai cac nudc phat trién [1],[2]. Trong nam 2013, toan cau cé trén 18 triéu
nguoi séng sot, hon 3,3 tri¢u nguoi chét va 10,3 triéu truong hop méi mic dot
quy nhdi mau ndo. Tir ndm 2009 dén 2013, ganh nang do dot quy ndo lién tuc
gia tang, tap trung chu yéu ¢ cac nude dang phat trién, véi ty 16 tir vong chiém
75,2% toan thé gidi, trong d6 c6 Viét Nam,. Trong khi dé, & cac nudc phat
trién, hau qua do dot quy ndo co xu hudng khong thay d6i hodc giam di [3].
Vi vay, muc ti€u lam giam ty 1€ tor vong, tan tat do dot quy nao luén mang
tinh thot su cao va thach thire 16n.

Dot quy nhdi mau ndo cip tinh 13 tinh trang tic nghén cuc b, cap tinh
ctia dong mach ndo, gdy ra tinh trang thiéu mau tirc thi khu vuc cip mau cia
dong mach d6. Khi tic mach cap tinh xay ra, 13i trung tdm cta ving nhu mé
bi thiéu mau cuc bd sé hoai tir trude tién va lan dan ra khu vuc ngoai vi. Vung
ngoai vi bi thiéu mau, bat hoat nhung chua bi hoai tir té bao nén cé thé dugc
ctru sdng va phuc hdi chirc ning tré lai — ving nay duoc goi 1a “Penumbra”
hay “vung tranh t6i tranh sang” [4].

Muc tiéu quan trong hang dau cua diéu tri nhdi mau ndo cép 1a bao vé
va cliru séng nhu mo6 ndo ¢ vung thiéu mau cuc bd, con duoc goi la vung nira
t6i (penumbra). Ving nhu md nay hoan toan ¢ thé duoc ciru sdng néu khoi
phuc tudi mau kip thoi. Dé ctru séng té bao ndo bi thiéu mau, didu cdt 15i 1a
phai tai thong dong mau bi tic cang sém cang t6t trong nhiing gio dau, trén
nguyén tic “thoi gian 1a ndo” [4].

DPén nay, chién luoc diéu tri tai twéi mau bang thudc tiéu huyét khodi

Alteplase duong tinh mach van déng vai trdo nén tang va mang tinh thoi su



trong cap ctru dot quy nhdi mau nio cap véi ctra s6 thoi gian cho phép 4,5 gid
[5]. Bang chtng vé loi ich cua diéu tri tiéu huyét khdi da rd rang tir nam 1995,
dya vao cac nghién ctru ngau nhién, mu d6i, da trung tim, so sanh véi gia
dugc, dién hinh 1a cac thir nghiém NINDS (1995) & Hoa Ki [6] va ECASS 3
(2008) & chau Au [7].

Céac hudng dan Qudc té cap nhat hién nay déu khuyén nghi diéu tri tiéu
huyét khdi duong tinh mach bang Alteplase nhu mot phuong phap chuan,
trong ctra s6 diéu tri toi da 4,5 gio, v6i mic bang chimg cao nhét. Mic du
vay, s6 bénh nhan Chau A duoc tiép can voi diéu tri nay con qua it so voi )
luong bénh nhan nhdi mau nio bung nd nhu hién nay, dac biét 1a cac nudc
Pong Nam A, trong d6 c6 Viét Nam [3],[8].

V& lidu luong, cac nudc Chau Au va Chau My sir dung liéu diéu tri 0,9
mg/kg thé trong, dugc xem 1a “liéu chudn”, trong khi d6, & cac nude Chau A,
tién phong la Nhat Ban, uvu tién st dung liéu 0,6 mg/kg va duoc goi 1a “liéu
thap”. Nhiéu nghién ctru & Nhat Ban va Pai Loan di cong bd cho thay, s
dung liéu thap c6 két qua phuc hoi khong thua kém so véi két qua thir nghiém
lidu chuén tai Hoa Ki, trong khi bién chtng lai thap hon nhiéu, dic biét 1a
bién chtng chay mau trong so [9],[10].

Tai Viét Nam, nghién ctru lan dau tién & mién Bic cua Mai Duy Tén tai
khoa Cép curu, Bénh vién Bach Mai nam 2012 cho théy, diéu tri thudc tiéu
huyét khéi tinh mach lidu thap, cira s6 tir 0 dén 3 gio, c6 ty 1é bénh nhan phuc
hdi chirc ning than kinh t6t sau 3 thang rat kha quan, 1én dén 51,51% [11].
Trong khi d6, mot nghién ctru tai Bénh vién Nhan dan 115 — thanh phé HO
Chi Minh, diéu trj lidu dudi chuan (0,62mg/kg) c6 két qua phuc hoi tot hon
liéu chuan, tuy nhién s6 bénh nhan tham gia chua du 16n [12].

Pén nam 2016, thu nghiém Quéc t¢ ENCHANTED so sanh két cuc diéu

tr1 cua thuoc tiéu huyét khoi liéu thap va lieu chuan ctra s6 tir 0 dén 4,5 gio



duoc cong bd. Theo do, hiéu qua cua lidu thap gan twong duong véi licu
chuén xét trén tiéu chi tir vong va tan tat. Tuy nhién, ty 1 bién chimg chay
méau ndo co triéu chimg & nhom dung liéu chudn cao hon c¢é ¥ nghia so voi
lidu thap (2,1% so vai 1,0%). Bén canh d6, khi phan tich phan nhom diéu tri
ctra sO tir 3 dén 4,5 gio cho thay, loi ich diéu tri & hai nhém twong duong nhau
(51,1% so v&i 50,1%) [13].

V& nghién ctru trong nudce, dén nay chua c6 cong trinh nao dé cép riéng
dén diéu trj tiéu huyét khéi liéu thip ctra sé mé rong tir 3 dén 4,5 gio.

Xuat phat tir nhitng dit liéu trong nude va Qudc té néu trén, ching toi
tién hanh nghién ctru: “Két qua diéu tri nhoi mdu néo trong giai doan tiv 3
dén 4,5 gio bang thuoc tiéu huyét khoi Alteplase liéu thdp”, nhim cac muc

tiéu sau:

1. Mé ta ddc diém lam sang va hinh dnh chup cdt I6p vi tinh so néo ciia

bénh nhén nhéi mau ndo cdp trong giai doan tir 3-4,5 gio.

2. Panh gid két qua diéu tri nhéi mdu ndo cdp giai doan tir 3 dén 4,5 gio
bang thuoc tiéu huyét khoi Alteplase liéu thap (0,6mg/kg thé trong)
trong thoi gian nam vién, tai thoi diém 3 thang va cdc bién co bat loi.

3. Xdc dinh cdc yéu té tién lwong vé kha nding hoi phuc chirc ning than

kinh tai thoi diém 3 thang.



Chuong 1
TONG QUAN TAI LIEU

1.1. CO CHE BENH HQC VA PHAN LOAI NGUYEN NHAN NHOI
MAU NAO CAP

Thuat ngir d6t quy nhdi mau ndo duge sir dung dé mo ta cac tinh trang
bénh li khac nhau, trong d6 dong mau nao dén nudi mot phén hoac toan bd
ndo bi giam, gy ton thwong nhu mé ndo. Mic du trong mdt sb trudng hop,
qua trinh thiéu mau c6 thé man tinh, nhung hau hét dot quy thiéu méau ndo déu
xay ra mot cach dot ngot [14]. Cac nghién ctru trong hon bén thap nién qua da

gitip 1am 13 co ché t& bao va phan tr do nhdi mau ndo giy ra.
1.1.1. Co ché ti diéu hoa ciia néo trong diéu Kién binh thwong

Trong diéu kién binh thuong, luu luong dong mau nio (cerebral blood
flow) phu thudc chu yéu vao khang tré cua trong 1ong mach, lién quan truc
tiép dén duong kinh long mach. Gian mach lam ting thé tich mau dén nio va
tang luu luong mau nao, trong khi dé, co mach c6 hé qua nguoc lai. Luu

lugng mau ndo cling phu thudc vao su thay doi cua ap luc tudi mau ndo.

Co ché ty diéu hoa cua néo 1a hién tuong Iuu lugng mau nao dugc duy
tri & mot mirc d§ tuong doi hﬁng dinh cho du ap luc méu nao bién d6i. Bén
nay, hién tuong nay van chua dugc hiéu 13, nhung nd c6 thé lién quan dén
nhiéu con dudng khac nhau. Cac bang ching cho thiy rang, co tron & mach
mau ndo c6 thé dap ung truc tiép voi nhitng thay déi cta ap luc tudi mau, co
mach khi ap luc tang va gian mach ra khi ap lyc giam xuéng. Giam luu luong

mau nao co6 thé dan dén gian mach thong qua co ché gidi phong cac chat van



mach. Sy gidi phéng nitric oxide cua ndéi mac mach mau cling dong vai tro

trong co ché tu diéu hoa.

Duy tri lyu lwong mau ndo boi co ché ty didu hoa xdy ra dién hinh trong
pham vi ap lyc dong mach trung binh tur 60 dén 150 mmHg. Gidi1 han trén va
dudi 6 thé khac nhau tiy timg ca thé. Vuot ra ngoai pham vi ndy, ndo khong
con kha nang bu trir cho sy bién ddi cua ap luc tud1 mau, va lic nay luu lugng
mau nao tang hay gidm chi con 1¢ thudc thu dong vao su thay ddi ap luc tudi
mau, gy ra nguy co thiéu mau cuc bd do ap luc thip va phu nio do ap luc

cao (Hinh 1.1) [15].

- Binhthuwong
- Dot quy thiéu méu cuc bd

/

‘ Luu lugng tudi toi wu

Optimal brain CBF

Luu lvgng mau ndo
Cerebral blood flow
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Hinh 1.1: Co ché tw diéu hoa luu lwong mdu néio
1.1.2. Co ché ty diéu hoa ciia ndo trong dot quy nhdi mau nio cip

Co ché ty diéu hoa suy giam trong mot s6 bénh 1i, bao gom dot quy nhoi
mau nao cap tinh. Khi ap luc tudi mau ndo gidm, mach mau nao s€ gian ra dé
tang luu luong mau nao. Gidm ap lyc tudi mau xuong dudi ngudng nao co thé

bu trir s€ dan dén gidm luu lugng mau ndo. Ban dau, oxy mau phan tng tang



1én dé duy tri mirc oxy dén ndo. Khi luu lugng mau nao tiép tuc gidm, cac co

ché bu khéc s& tham gia vao (hinh 1.1).

Uc ché tong hop protein xay ra khi téc d6 dong mau ndo dudi
50 mL/100 g ndo/phit. Tai mirc luu lugng 35 mL/100 g ndo/phit, su tong hop
protein dung hoan toan va huy dong glucose ting tam thoi. V61 muc luu
lugng 25 mL/100 g ndo/phat, huy dong glucose s& giam dang ké va hién
tugng ly giai glucose yém khi bit dau xay ra, din dén toan nhu mé ndo do
tich tu acid lactic. Suy giam dién hoc than kinh xay ra & murc luu luong tir 16
dén 18 mL/100 g ndo/phit va rdi loan can bang ion qua mang t& bio & muc
lwu lwong tir 10 dén 12 mL/100 g/phat. Mtrc ndy 1a ngudng giy ra nhdi mau
nao (hinh 1.2).

D61 voi nhitng nguoi tang huyét ap, co ché ty diéu hoa c6 xu huéng dap
ung tot véi ap luc dong mach cao. Pi€u chinh giam 4p lyc mau vé muc binh
thuong c6 thé lam suy yéu chirc ning tu diéu hoa trong nhoi mau ndo va dan

dén giam luu lwong mau ndo trim trong thém [16],[17].

1.1.3. Hiu qué ciia giam lwu lrgng mau nio trong dot quy nhdi mau nio

cap tinh

Nao nguoi rat nhay cam véi thiéu mau cuc bd, tham chi chi trong thoi
gian rat ngian. Ndo chju trach nhiém diéu phdi cho phan 16n chuyén hoa cia
co thé va tiép nhan khoang 20% tong cung luong tim, mic du nod chi ning
bﬁng 2% trong lugng co thé. Dy trit nang lugng tai ndo rat it hodc khong co,
va vi vy 18 thudc vao cung cip ning luong qua mau nudi. Tham chi, thiéu
mau trong thoi gian ngin ciing c¢6 thé dan dén chét t& bao nhu mé ndo. Trong
nhdi mau ndo, giam mot phan hodc toan bo luu lwong mau ndo giy ra mat

cung cap glucose va oxy.



Hau hét dot quy nh6i mau nao 1a cuc by, anh huéng dén mot phan cua

nao, dién hinh do mot dong mach va cac nhanh ha nguon cta nd. Khu vuc

xung quanh, ké cin diém tac mach s€ bi anh hudng nhi€u nhat. Trong vung

nay, cac té bao & 18i trung tim sé& ton thuong khong hoi phuc, hoai tir va chét,

néu thoi gian thiéu mau du 1au. O vung ngoai vi cua diém tac mach, mot phan

cac t€ bao nao co6 thé nhan dugc mot lugng oxy va glucose nhat dinh nho su

khuéch tan tir cac mach mau bang hé. Nhitng té bao nay khong chét ngay ma

van c6 thé hoi phuc néu dong mau bj tac duoc tai thong du sém. Vung nhu

mod ndo ¢ trung tam khong c6 kha nadng hoi phuc hoac da chét duoc goi 1a 161

nh61 mau. Vung nhu mé con kha ndng ctru song dugc goi la vung nura to1

(penumbra) (hinh 1.2) [4].
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Hinh 1.2: Tac dong cua giam luu lwgng mau nio 1én chirc ning cua nio

1.1.4. Co ché ton thuong va chét té bao do dot quy nhdi mau nio

Thi€u mau cuc bd nao bat dau bang mot chudi dién tién dan dén chét té

bao, bao gom mat adenosine triphosphate (ATP); thay d6i nong do ion natri,



kali va calci; tang lactate, toan hoa, tang tich tu céac géc tu do; tich nudc trong
té bao va kich hoat qua trinh ly giai protein. Hau qua l1a ting giai phong
glutamate tai cac khop ndi than kinh. Su kich hoat nhiing thu thé nay dan dén
khir cuc té bao va tang dong calci vao lai té bao. Mot sd con duong truyén tin
hiéu té bao bi kich hoat, dap tng véi néng do va su vao lai noi bao cua calci
do kich thich thy thé glutamate. Dong ion natri vao lai dugc can bang boi
nudc vao té bao, dan dén phu ndo. Natri vao lai t& bao ciing lam dao nguoc
qua trinh hap thu glutamate binh thudng bdi cic chit van chuyén, dan dén
tang giai phong glutamate. Tang ly giai va giam hap thu dan dén tich tu
glutamate vugt ngudng, gay ra kich Ung lién tuc. Hién tugng nady thuong

duoc goi 1a kich thich doc té bao (excitotoxicity)[18],[17].

Mot hau qua nita ctua nhdi mau ndo 1 kich hoat thu thé N-methyl-D-
aspartat (NMDA) 1am ting san sinh nitric oxide. Nitric oxide 1a mét gbc tu do
va phan mg truc tiép v6i cac thanh phan té bao dé lam hu hai chung. Nitric
oxide ciing c6 thé phan tmg véi cac gbe tu do khac nhu superoxide, dé sinh ra
peroxynitrite. Peroxynitrite lai gdy ra dit gdy chudi don ciia DNA. Diéu nay
lai gay ra kich hoat enzyme stra chita DNA, 1am tiéu ton nang luong can thiét
cho cac chuyén hoa hitu ich khac. Ton thuong DNA ciing c6 thé kich hoat qua
trinh chét theo chuwong trinh, din dén chét té bao [19],[20].

Sy san xuat cac loai oxy phan ng, mot san pham trung gian ctia chuyén
hoa oxy hoéa ciing ting 1én trong nhdi mau ndo. Gidng nhu nitric oxide, ching
c6 thé phan tng véi cac thanh phan té bao bi ton thuong. Tén thuong mang
bao twong ¢ thé din dén mat kha ning kiém soat dong ra vao cua cac ion,
gy ra suy ty lap thé. Qua trinh ndy din dén suy chuyén hoa ciing nhu giai
phong cac tién chat gdy ra chét theo chuong trinh va ton thuong DNA. Suy

chuyén hoa, dén luot nd, 1am giam néng do ATP té bao [21].



Giai phong cac chat trung gian tir ton thuong té bao va chét té bao do
hoai tir kich hoat cac thanh phan cta phan tng viém. Vai trd cia viém trong
nhdi méau ndo mang ca hi¢u ung tich cuc va tiéu cuc. Mot mat, viém lam tang
luvu lugng mau nao dén khu vuc thiéu mau cuc bo, co thé gitp dua thém
glucose va oxy dén té bao. Mat khac, ting luu luong mau lai dua nhiéu calci
dén khu vyc t6n thuong, cang lam t6i hon ton thwong mé [22]. Hau qué cubi

cung cua nhdi mau néo 13 hoai tir, chét theo chuong trinh va phul ndo
1.1.5. Tién trién ciia ton thwong thiéu mau

K§ thuat hinh anh hoc khong xam l4n d3 cung cap cic bang chimg vé su
tién trién ctia nhdi mau ndo. Trong giai doan cip, ton thuong nhu md nio la
héu qua truc tiép cua sy suy giam nang lugng do tinh trang thiéu mau néo cuc
bd va dan t6i su khir cuc & mang té bao. Khi tri s6 luu luong dong mau giam
gan t6i gid trj 0, ton thuong té bao ndo s& hinh thanh trong vong vai phat sau
khi xdy ra tinh trang thiéu méu. Trong giai doan ban cip tiép theo, ving 15i
nhdi mau sé& lan dén ving ntra t6i (penumbra) xung quanh, va sau khoang 4-6

gid thi ving 18i nhdi mau sé& lan rong dén hét ving nua tdi [23].

1.1.6. Vung nira t6i (penumbra)

Vung nira ti thiéu mau cuc bd (ischemic penumbra) 13 viing nhu mé bi
thiéu mau cuc bd bi suy giam chirc ning va c¢6 nguy co nhdi mau, nhung co
kha nang duoc ciru séng bang cac phuong phap tai tudi mau hodc cac chién
luge khac. Néu khong dugce ctru séng, ving nhu mé nay s& bi nhdi mau lan
rong tién trién cho dén khi dat thé tich tdi da, hét thé tich nguy co ban dau
(hinh 1.3) [24].

Tiéu chuin chan dodn viing nira tdi: (1) La khu vuc nhu md ndo bat
thuong, giam tudi mau véoi nhitng dac diém bénh li thiéu mau cuc bo; (2) La

vung nhu mo6 ¢ cung khu vuc voi 161 nhdi mau, bén trong ranh gidi thiéu mau
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cuc bo; (3) Co thé chimg minh duoc kha ning ciru séng hodc tién trién thanh
hoai tir toan bd; (4) Ctru séng duoc nhu md ving nay c6 thé cai thién duogc két

cuc lam sang [24].

| Vungthi€umaulanh tinh |

Vung
penumbra
10-20ml/100mg
ndofphit
LBi nhoi 210ml/100g
m é u ndo/phdt

Hinh 1.3: Vung nira toi (penumbra) [4]

Hién nay, cac k¥ thuat hinh anh hoc vé6i nhiéu thong s c6 thé phan biét
duogc 16i nhdi mau va ving nira tdi. Cac bang chimg cho thay khoang mot gio
sau khi tic nghén hoan toan doan gbc dong mach nio giita, ving nira toi cd
thé gitip tién lwong gan chinh xac kich thuéc 6 nhdi mau cubi cung. Tuy
nhién, sau ba gid ving ntra tdi chi con hon 50% va sau 6-8 gio thi bién mat
hoan toan trong phan 16n céc truong hop va chuyén thanh 16i nhdi mau khong
hdi phuc. Cac bién phap diéu tri tai tudi mau tién hanh cang som thi cang co
hiéu qua cao va thé tich ving nay duoc ciu sdng cang nhiéu. Thé tich cua
ving nira toi s& giam dan theo thoi gian, ddng nghia véi co hoi diéu tri cang it
di.

Khai niém vé vung nura tdi, cling nhu sy khoi dau va dién tién cua ton

thuong khong hdi phuc 1 nhimg yéu té then chdt dé hiéu rd vé sinh Iy bénh
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hoc cua tinh trang thiéu mau nio cuc bd, déng thoi giup hinh thanh nén tang
cho cac phuong phap diéu tri tai tudi mau bang thude tiéu huyét khdi va can

thiép lay huyét khéi [25].

1.1.7. Cac yéu t6 anh hwéng sw ton tai ciia ving nira tdi (penumbra)

Trén 1am sang, thoi gian ton tai ctia ving nira toi rat thay d6i. O mot sb
bénh nhan, ving nay ton tai dén gior thir 16, tham chi 1au hon sau khoi phat
d6t quy ndo. Tuy nhién, & mot s6 truong hop khac, thoi gian ndy chi von ven
trong 5 gid. Nguyén nhén 1a do ¢ nhiéu yéu t6 khac nhau co thé anh hudng
dén sy ton tai cua vung nua t6i nhu: Su dﬁy du cta tudn hoan bang h¢, tinh
trang tuan hoan hé théng, cac yéu té huyét thanh, cac thay d6i bén trong
khu vuc ton thuong mach bi tic nghén va strc can bén trong ludi vi mach
tuan hoan bang hé¢, than nhiét...Do vay trong khi cho doi sy tai lap tuan
hoan, thay thudc c6 thé st dung nhiéu phwong phap dé co thé kéo dai thoi
gian ton tai ctia ving ntra tdi [26].

Sw diy di cia tudn hoan bang hé: Mot nghién ctru st dung k¥ thuét
chup cét 16p vi tinh tuéi mau ndo (CT perfusion - CTP) trén 105 bénh nhan
cho théy, muc d6 tudn hoan bang h¢ co thé du doan duoc kich thude 15i nhdi
mau va ty 1& ving nira tdi dugc cliru sdng & nhimg bénh nhan nhdi mau nio
cap diéu tri bang Alteplase [27]. Thoi gian 1a mot yéu td quan trong anh
huong dén sy déy du cta tudn hoan bang h¢. Voi tdc mach trén nén hep man
tinh, sy phat trién cua tudn hoan bang hé thuong t6t hon do dd co qua trinh
thich nghi 1au dai. Pbi véi tic cap tinh, chang han nhu thuyén tic do huyét
khéi tir tim, tudn hoan bang hé tot hay khong s& con phu thudc vao dap tng
cta timg co thé va hé théng mach nuéi sdn cd. Cac thiéu sot bim sinh cua da
giac Willis va su tic nghén trude d6 cia tudn hoan bang hé tiém ning ciing
can phai tinh dén [28]...

Tinh trang tuin hoan hé théng: Suy tim, giam thé tich tuan hoan va
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taing d6 nhét ciia mau déu c6 thé lam giam luu lugng mau ndo. Hai yéu t6
quan trong nhéat xac dinh do nhét cia méau la ty 1€ hematocrit va néng do
fibrinogen. Huyét 4p ciing dong vai trd rat quan trong. Ting huyét ap trong
gi61 han cho phép s€ c6 lgi cho tudi mau ndo [28].

Cic yéu té huyét thanh: Chuc ning cia mau dugce xem nhu thanh phan
van chuyén oxy va cac chat dinh dudng can thiét khac. Do d6, néu thiéu oxy
mau thi kha ning cung cip oxy cho vung nira téi trén don vi thoi gian s&
giam. Tuong tu, dudng huyét thip lam ting nguy co gy chét té bao, nhung
khi duong huyét cao hon murc binh thudng dang ké ciing 1a yéu té c¢6 hai cho
vung thiéu mau [29].

Nhirng thay do6i bén trong ton thwong mach mau bi tic nghén: Cac
huyét khéi dang thuyén tic thuong di chuyén vi khong co su két dinh véi
thanh mach. Huyét khéi di chuyén vi tri cO thé 1am tic dong mach trong so
doan xa gay ra ton thuong thiéu mau cuc bd mdi, hodc tham chi huyét khdi v
ra thanh nhiéu manh, di vao giuong dong mach. Tic long mach cip tinh co
thé gay co mach phan g, lam cho tinh trang tu¢i mau tdi hon.

Sirc can bén trong lwéi vi tudn hoan: Phan 16n luu lwong mau nio di
vao ludi vi tuan hoan, gém cac mach mau nho (céac tiéu dong mach, mao
mach va tiéu tinh mach). Cac bénh man tinh mic phai trudc d6 nhu tang
huyét 4p, dai thao duong thudng gay ra day thanh vi mach, lam ting stc can

va giam luu lugng tudi mau khu vuc [30].

1.1.8. Co ché ddt quy nhdi mau nio

C6 hai co ché chinh trong d6t quy nhdi mau nio: Co ché tic mach va co
ché huyét dong.

Co ché tic mach: Co ché nay thudong xay ra do huyét khéi tai chd

(thrombosis) gay 1ap mach, hodc thuyén tic tir tim (embolism), hodc thuyén
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tic tr dong mach doan gan dén dong mach doan xa (artery to artery
embolism) gay ra tdc mach va giam dot ngot luu luong mau nao khu vuec.

Trong thuyén tac, huyét khdi duoc tao thanh trong buéng tim hodc trong
hé théng mach mau, di chuyén trong hé théng dong mach, ket lai trong mot
doéng mach nho hon va lam tic nghén mot phan hodc hoan toan dong mach
d6. Ngudn huyét khdi phd bién nhat 13 tir tim va cac dong mach 16n. Céc
nguén gay tac mach khac 1a khi, m&, cholesterol, vi khuan, t& bao u, va céc
chét liéu dic thu tir cac thude tiém vao.

Thuyén tic tir tim chiém 20-30% trong téng sé dot quy nhdi mau nio.
Céc bénh 1y gay nguy co thuyén tic cao gdm: Rung nhi, cudng nhi, hoi chimg
suy nat xoang, huyét khdi nhi trai, huyét khoi tiéu nhi tri, u nhay nhi trai, hep
van hai 14, van tim nhan tao, viém noi tim mac nhiém khuan, huyét khdi that
trai, u nhﬁy that trai, nhdi mau co tim, va bénh co tim gian. Céac bénh ly mang
nguy co thuyén tic thip hon hodc khong chic chin gém: Con 16 bau duc,
phinh mach vach nhi, v6i héa vong van hai 14, sa van hai 14, hep van dong
mach cha véi hoa, bt dong hoac giam dong vung ¢ thanh that, bénh co tim
phi dai, suy tim sung huyét... [31].

Thuyén tic tir dong mach dén dong mach (artery to artery embolism) c6
thé xuét phat tir cac dong mach 16n & doan gﬁn, nhu dong mach chu, dong
mach canh ngoai so, hodac dong mach dbt séng va cac dong mach trong so.
Trong nhitng tinh hubng nay, vat liéu thuyén tic c6 thé 1a cuc mau dong, tiéu
cau két tap, hodc manh v& tir mang vira xo. Dy 1a co ché chinh gay nhdi mau
ndo do vita xo dong mach 16n, vén 1a nguyén nhan cua 15-20% tong sé dot
quy nhdi mau nio.

Huyét khéi 1ap mach 1a tinh trang tic dong chay do hinh thanh huyét
khéi tir mot qua trinh bénh 1y tic nghén khdi phat bén trong thanh mach mau.

Trong dai da s cac trudng hop, nguyén nhan ctia ching 1a bénh 1y vira xo
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dong mach, do d6 nd co tén la huyét khoi vira xo dong mach. Cac bénh ly
mach mau it gip hon dan dén hep hoac tdc mach gém boc tach dong mach
(trong hoac ngoai so), loan san xo co, co mach (do thubc, viém, hodc nhiém
trung), bénh 1y mach méau do phong xa, chen ép tur bén ngoai nhu khdi u hodc
cac ton thuong soan chd khac, hoic bénh moyamoya [32]. ..

Bénh 1y mach mau nhé ¢ cac dong mach xuyén nhé dudi vo ndo la
nhom nguyén nhan quan trong khac ciia nhdi mau ndo, chiém khoang 20-30%
téng sd truong hop. Loai ton thuong mach mau nay lién quan mat thiét véi
tang huyét ap va c6 dic trung bénh hoc 13 ling dong lipohyalin, mang vi vita
x0, hoai tir dang fibrin va phinh mach Charcot - Bouchard. Thoai hoa mé& kinh
(lipohyalinosis) ddc trung boi su thay thé thanh mach binh thudng bang fibrin
va collagen va co lién quan mat thiét voi ting huyét 4p. Ngoai ra, phinh mach
dang Charcot-Bouchard la cdc vung gian mach khu trt trén thanh cac dong
mach nho, & d6 co6 thé hinh thanh huyét khdi gy tic mach mau [33].

Co ché huyét dong: Co ché huyét dong thuong xay ra véi cac truong
hop dong mach bi tac hodc hep, nhung tuan hoan bang hé van da dé duy tri
duoc luu lvgng mau ndo & mirc ddm bao cho hoat dong chirc nang nao ¢ diéu
kién binh thuong. Néu co bat thuong huyét dong 1am giam ap luc tuwdi mau
doan gan, phia trudc ton thuong dong mach (nhu ha huyét ap tu thé, hoic
giam cung luong tim), hodc c6 ting nhu cau chuyén hoa (sdt, toan chuyén
hoa), hodc hién tuong “an cap” mau tir ving ndo cua dong mach hep hoic tic
sang vung nao khac (nhu khi ot CO2), thi luu lugng mau nao phia sau vi tri
t6n thuong s& khong dap tmg di nhu cau dan dén thiéu mau ndo cuc bd co thé
xay ra. Dot quy nhdi mau nio xay ra qua co ché huyét dong chi yéu nim &
cac vung ranh gidi, 1a noi tiép gidp gilta cic ving tudi mau cia cac dong
mach 16n nhu ddng mach nao gitra voi dong mach nao trudce, hodc dong mach

ndo gitra vd1 dong mach ndo sau. Co ché lap mach va gidm tudi mau thuong
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cung ton tai va tang cuong cho nhau. Theo do, gidm tudi mau cling lam suy

giam kha ning loai bé cuc thuyén tic va phdi hop gdy ra nhdéi mau nio [34].

1.1.9. Phan loai nguyén nhan dot quy nhdi mau nio
Hé thdng phan loai nhéi méu nio theo co ché bénh sinh (TOAST) gdm
nam nhom: Bénh ly dong mach 16n, thuyén tac tir tim, bénh 1y mach mau nho,

nguyén nhan khong xac dinh va nguyén nhan xac dinh khéc.

Bénh 1y dong mach 16n: Puoc chan doan khi nhdi mau nio c6 kém
theo tinh trang hep dang ké (tir 50% trd 1én) hodc tic hoan toan cic dong
mach 16n nuo6i nao, dugc xac dinh b::ing cac k¥ thuat hinh d&nh hoc mach mau.
O cac bénh nhan da tring, tinh trang vira xo thudng xay ra & dong mach canh
doan ngoai so, riéng & cac bénh nhan Chau A hoic da den thi cic dong mach
trong so thudng mac nhiéu hon. Chan doan hinh anh mach mau dya trén cac
k¥ thuét siéu &m mach mau, hodc chup mach mau bﬁng may cat 16p vi tinh
hoac cong hudng tir cho théy muc do hep trén 50% tai cac dong mach trong

hay ngoai so.

Thuyén tic tir tim: Thuyén tic tir tim c6 thé 1a hdu qua tir cac bénh Iy
nhu: Rung nhi, nhdi mau co tim, bénh van tim hay bénh co tim gian. Nhoi
mau ndo do nguyén nhan thuyén tic tir tim thuong gy ra ving nhdi mau co
thé tich 16n, dé gay chuyén dang xuét huyét va dic biét, nhdi mau nio c6 thé

xay ra tai nhiéu noi thudc chi phoi béi cac hé dong mach khéc nhau.

Bénh ly mach mau nhé: Trén lam sang, bénh nhan c6 mdt trong nhitng
hoi ching 6 khuyét kinh dién va khong co céc triéu chimg rdi loan chtrc ning
v6 ndo. Tién str dai thdo duong hodc ting huyét ap s& giup hd tro cho chan
doan 1am sang. Chup cat 16p vi tinh va d6i khi ngay ca cong hudng tir so nio
c6 thé khong phat hién duoc 6 nhdi méu nhd. Cac ton thuong thudng gip O

than ndo hay vung dudi vé ban cau nao voi duong kinh nhé hon 1,5cm. Can
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loai trir nguyén nhan huyét khéi tir tim hay bénh Iy dong mach 1én trong va
ngoai so c6 muc dd hep tr 50% trd 1€n ¢ dong mach cung bén ton thuong

trude khi nghi dén nguyén nhan do bénh Iy mach mau nho.

Nguyén nhén xic dinh khac: Bao gdm nhimg nguyén nhan hiém gip
khac gy ra nhoi mau nio, nhu cac bénh 1y mach mau khéng do vira xo, tinh
trang ting doéng hodc rdi loan déng mau. Cac xét nghiém chan doan nhu xét
nghiém mau hay chup dong mach giup goi y dén nhiing nguyén nhan khong
thuong gap nay. Ciing gidng nhu trén, can loai trir nguyén nhan tir tim hay
bénh ly dong mach 16n trudc khi chan doén va phan loai bénh nhan vao nhom

nguyén nhan nay.

Nguyén nhan khéng xic dinh: Khoang mot phan ba téng sb cac
truong hop nguyén nhan cua nhdi mau ndo khong thé xac dinh duge. Mot vai
bénh nhan hau nhu khéng c6 bat ky yéu té nguy co nao mic du di duoc tim
soat bang cac phuong tién chan doan. Hodc khi bénh nhan c6 nhiéu yéu td
nguy co c6 kha nang 1a nguyén nhan gy ra nhdi mau ndo nhung khong thé
quy cho mdt trong s cac yéu t6 d6. Vi du nhu, bénh nhan c6 mot nguy co
thuyén tic tir tim mirc d6 trung binh, kém theo mot yéu td nguy co khac ciing
c6 kha ning gy ra nhdi mau ndo s& duoc xép vao nhém nguyén nhan khong

x4c dinh [35],[36].

1.2. SU'HINH THANH HUYET KHOI VA CO CHE TAC PONG TREN
HUYET KHOI CUA CHAT HOAT HOA PLASMINOGEN MO (TPA)

1.2.1. Sw hinh thanh huyét khoi

Huyét khoi bat ngudn tir nhiéu nguyén nhan khac nhau, do d6 co thé
nhay cam véi cac thude tidu huyét khdi khac nhau. Ngyén nhan chinh hinh
thanh huyét khéi trong nhdi mau ndo 14 tén thuong 16p té bao ndi mo cia

mang vita xo dong mach (huyét khéi tai chd hodc huyét khdi thuyén tic) va
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hinh thanh tir budng tim. Ngoai ra, thanh phan cua cuc huyét khdi c6 thé phu
thudc vao mot sd yéu td khac nhu: Muac do tén thuong mach mau, ap luc

trong long mach, va su hién di¢n cua cac thuoc khang huyét khoi.

C6 gia thiét cho ring, ngudn gdc cua huyét khdi cé anh huong 16n dén
thanh phan cia né va kha ning dap mg véi diéu tri tiéu huyét khoi. Huyét
khéi hinh thanh & 10ng mach, noi c6 dong chay cao thudng gidu tiéu cau va
fibrin, con duoc goi 1a huyét khéi trang. Trong khi d6, huyét khdi hinh thanh
& budng tim, noi c6 dong chay thap c6 thé chira ca cac manh v& ciia md nhu
m&, khi hodc vi khuan vui lép bén trong tiéu cau va fibrin, con duoc goi la
huyét khdi d6. Tuy nhién, cac nghién ciru vé té bao hoc cia bénh pham c6
duoc tir ngudi bénh lai cho thiy, thanh phan cia chung twong ty nhau. V&
mang vita xo hodc huyét khéi & budng tim (thuong do rung nhi) dan dén kich
hoat chudi phan tmg déng mau nhu kich hoat tiéu cau. Trong chudi nay, cac
tién chat dong mau tu do trong long mach & dang chua hoat dong duogc
chuyén thanh cic yéu t6 dong mau hoat dong théng qua twong tic v6i mang
vita xo hodc huyét khdi. Mdi tién té dong mau hoat dong lai c6 kha nang kich
hoat cac tién td 1an can khac, dan dén hang loat phan ing hoat hoa cuc bg.
Tiéu cau dugc hoat hoa s& xtic tac phan tmg giita cac yéu td dong mau da kich
hoat dé thuc ddy tao thanh thrombin bang cach chuyén fibrinogen dang hoa
tan sang fibrin khong hoa tan va tao thanh huyét khéi. Ban dau, c6 hai con
duong dong mau (ndi sinh va ngoai sinh), nhung cudi cing hdi tu vé con

duong chung.

Thrombin déng vai trd trung tim trong su hinh thanh cuc huyét khi,
hoat dong nhu mot cau nbi gitta su hoat hoa tiéu cau va qua trinh dong mau.
Thrombin chuyén fibrinogen thanh fibin, tham gia vao thanh phan cuc huyét

khéi véi vai tro nhu 13 gian khung cho sy gia ting kich thudc cuc huyét khoi.
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Yéu td XIII duogc thrombin hoat hoa, c¢6 vai trd cau thanh cac soi day ndi gilta
fibrin, giup cho cuc mau 6n dinh va bén chit. Thrombin déng vai tro trung
gian trong qué trinh polymer héa fibrin, dan dén sy hinh thanh fibrin I va
fibrin II.

Yéu t6 V va VIII tac dong véi phospholipid mang tiéu cau dé hoat hoa
yéu t6 X thanh Xa va chuyén prothrombin thanh thrombin trén bé mit cia
tiéu cau. Phirc hop tiéu cau- thrombin - yéu td V ¢6 vai trd nhu 1a mot thu thé
cua tiéu ciu co 4i luc cao véi yéu td Xa. Hau qua la tdc d6 hoat hoa thrombin
tang 1én rd rét va tdc dong nguoc trd lai 1am thuc déy thém sy thanh 13p mang
lui fibrin. Qua trinh niy cling dan dén sy chuyén d6i plasminogen thanh

plasmin va hoat hoa hé thong ly giai huyét khdi noi sinh [37] [38].

1.2.2. Sw ly giai huyét khoi

Su hinh thanh plasmin dong vai trd trung tam trong qua trinh ly giai
huyét khéi. Hé théng ly giai fibrin noi sinh bao gdm plasminogen, yéu t6 hoat
hoa plasminogen, va yéu t6 wrc ché ly giai fibrin. Sy thoai hoa cua fibrin (va
fibrinogen) doi hoi sy hoat hoa plasmin. Plasminogen, yéu t6 hoat hoa ciia n6
va yéu td tc ché ly giai fibrin déu gép phan trong viéc gitt cAn bang giira hai
qua trinh xuét huyét va tao huyét khoi.

Hé thong ly giai fibrin bao gdm: Plasminogen & dang tién men s& dugc
chuyén thanh plasmin ¢ dang hoat dong dudi tac dong cua yéu t hoat hoa
plasminogen; Plasmin c6 tic dung tiéu huy fibrin tao thanh cic san pham
thoai hoa c6 thé hoa tan duoc. Hé thdng wre ché sy ly giai fibrin c6 thé bj tac

dong o hai yéu t6:

- Tac dong trén yéu t6 hoat hoa plasminogen: Chat wc ché hoat hoa

plasminogen dong vai tro chinh (plasminogen activator inhibitors/ PAI1).

- Tac dong trén plasmin: Chat trc ché plasmin (alpha 2 - antiplasmin) dong
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vai tro chinh.

Chat hoat héa plasminogen mé tai td hop (recombinant tissue
Plasminogen Activator - rtPA) c6 tac dung chon loc trén fibrin, chuyén
plasminogen thanh plasmin. Sau khi vao méau tuan hoan, rtPA s& gin véi
fibrin tai cuc huyét khdi va chuyén plasminogen ngay tai d6 thanh plasmin.
Nho d6 thube han ché tac dung lam giam fibrinogen va cac yéu té dong mau

khac trong hé théng, do vy giam b6t nguy co chay mau (hinh 4)[37], [38].

1
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Hinh 1.4: So’ d0 tac dung ciia thudc hoat héa plasminogen (Alteplase)

1.2.3. Cac thudc tiéu huyét khoi
Cac thudc tiéu huyét khdi gay ly giai huyét khdi bang cach hoat hoa
plasminogen thanh plasmin. Plasmin la mt men ly gidi protein c6 kha nang

pha v& cau truc dan chéo dang ludi ctia phan tir fibrin va hiy cau tric lién két
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bén chit cia cuc mau déng. Cac thude tiéu huyét khdi chinh duoc st dung
trong nhdi mau ndo cip nham vao khau kich hoat plasminogen bao gom:
Urokinase, streptokinase va chit hoat hoa plasminogen mé (recombinant
tissue plasminogen activators — TPA) nhu Alteplase. Qua trinh phat trién céac
thudc tiéu huyét khdi trai qua it nhat ba thé hé, v6i muc tiéu chinh 14 ting tinh
dap ung dic hiéu trén fibrin hodc giam tc ché hoat hoa tuyp 1 (plasminogen

activator inhibitor type 1 — PAI - 1) [38],[39], (bang 1.1)

Bing 1.1: So sdnh tinh chit cdc thuéc tiéu huyét khéi

Céc thude Thoi gian Tinh chon loc Uc ché
tiéu huyét khoi ban hily (phat)  trén fibrin PAI-1
Urokinase 15 _ e
Alteplase (rtPA) 4-8 ++ +++
Staphylokinase 6 L _
Monteplase 23 +/_ +++
Pamiteplase 30 —47 ++ +++
Lanoteplase 23 -37 + B
Reteplase 1418 + ++
Tenecteplase 11-20 +++ B
Desmoteplase 138 e ?

1.2.4. Chét hoat hoéa plasminogen md tai té hop Alteplase (rtPA)

Chét hoat hoa plasminogen mé tai to hop c6 ban chét 1a enzym tu nhién,
duoc tao ra tir kha nang dap ung cua té bao biéu md khi thanh mach bi ton
thuong. Chét nay c6 kha ning chuyén plasminogen thanh plasmin. Uu diém
cua Alteplase so v&i cac thudc tiéu soi huyét khac 1a ¢o6 tac dung chon loc dbi
voi fibrin, do vay tac dung chuyén biét trén cuc huyét khdi. Hoat dong cua

Alteplase cling chiu anh huong bdi su kich hoat cua fibrin, nhd d6 lam giam
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dugc nguy co chdy mau gay ra do tac dung lam thodi hoa fibrinogen cua
thudc. Thém vao do, Alteplase c6 thoi gian tac dung ngan (thoi gian ban huy
tur 4-6 phut).

Alteplase 1a thudc hoat hoa plasminogen chuyén biét véi fibrin, cé tac
dung lam tiéu cuc huyét khi tét, khong 1am giam cac yéu té dong mau hé
théng. bay 1a vu diém vuot troi cua Alteplase so vdi cac thudc hoat héa
plasminogen khong chuyén biét véi fibrin. Tuy nhién, nhom thude nay lai co
nhuoc diém 13 ting kha ning tai tic mach. Ty 1€ tai tic & nhoém thudc chuyén
biét voi fibrin ting gdp hai 1an so véi nhoém khong chuyén biét véi fibrin

[371,[38],[39].
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1.2.5. Hé qua ciia diéu trj thudc hoat héa plasminogen

Céc thubc hoat hoa plasminogen co tac dong rd rét trén tinh trang huyét
dong. Cac chat urokinase, streptokinase va doi khi Alteplase c6 thé lam giam
fibrinogen trong hé tuan hoan va giam do6 tap trung cua fibrinogen. Sy hinh
thanh plasmin mot cach nhanh chéng trong hé tuidn hoan din dén viéc 1am
giam ca hai yéu to plasminogen va alpha 2-antiplasmin. Tinh trang dong méau
ctia hé thong bi anh hudng 13 rét do su suy giam plasminogen, fibrinogen, va
cac yéu td V, VIII trong hé tuan hoan.

Chat hoat hoa plasminogen md c6 thé anh huong dén chirc ning ticu
cau. Cac nghién ciru 1am sang trén bénh nhan nhdi mau co tim cip cho thay,
Alteplase c6 thé 1am kéo dai thoi gian chay mau. Trén thuc nghiém, Alteplase
lam kéo dai tinh trang chay mau va lam ting hién tuong thoat hong ciu qua

thanh mach [381,[39].

1.3. VAI TRO CUA CHAN DOAN HINH ANH TRONG NHOI MAU
NAO CAP

Khao sat hinh anh hoc trong nhdi mau ndo cip gitp thiy thudc nhanh
chong loai trtr chady mau nao, danh gia mirc do ton thuong ndo va xac dinh vi
tri mach mau bi ton thuong gy nhoi mau. Mot sd ky thuat chup cét 16p vi
tinh va cong hudng tir tién tién con co thé phan biét dugce dau la vang ndo da
nho6i mau thyc sy va dau 1a ving c6 thé ciru séng duoc té bao dang thiéu mau.
Tir d6, ky thuat cho phép thay thude lua chon giai phap diéu tri tdi wu cho
tirng bénh nhan. Viéc str dung phuong phap nio phu thudc vao tinh sin co va

vai tro ctia timg phuong phép cho timg truong hop cu thé.

1.3.1. Chup cit 16p vi tinh (Computed Tomography — CT)
Uu diém chinh cta ctia chup cit 16p vi tinh 1a tinh sén c¢6 va tién hanh

k¥ thuat mot cach nhanh chéng, tiét kiém chi phi so v6i chup cong hudng ti.
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Trong giai doan tdi cdp, chup cit 16p vi tinh khong tiém thudc can quang
thuong duogc chi dinh dé loai trir hodc xac dinh chady mau nao. Chup khong
tiém thudc can quang can duogc tién hanh cang sém cang tét trong diéu kién
cho phép [40].

Cac diu hiéu nhdi mau sém trén phim chup cit 16p vi tinh khong
can quang: Trong giai doan t6i cip, trén phim chup cit 16p vi tinh hau nhu
chua thiy 6 giam ty trong. D6 nhay ctia chup tiéu chuan khong tiém thude can
quang ddi véi nhoéi mau ndo ting dan theo thoi gian, dic biét sau 24 gid. Cac
dau hiéu sém cua nhdi mau ndo trén phim bao gdm: Giam nhe ty trong tir mot
phan ba thé tich thudc khu vuc chi phdi cua dong mach ndo gitta tré 1én; Mo
ranh gidi nhan beéo; Mo céc ranh cudn vé ndo; Gidm nhe ty trong nhu mo vo
ndo; Mat dudng vién thuy dao hodc md khe Sylvius; Tang ty trong dong mach
16n, vi du nhu d4u hiéu tang ty trong dong mach nao gitra; Mét ranh gi61 phan

biét gitra chat trang va chat xam & cac nhan nén.

Tang ty trong dong mach ndo giita cho thdy su c6 mit cua huyét khoi
trong long mach. D4u hiéu ndy c6 thé quan sat thay trén phim chup cat 16p vi
tinh thudng quy & khoang tir 30% dén 40% sb bénh nhéan bj nhdi mau khu vuc
dong mach ndo gifra. DAu hiéu nay c6 dg dac hiéu cao ddi véi tic dong mach

nao gitra [41].

Thang diém ASPECTS danh gia ton thwong nhdi méau: Thang
diém ASPECTS (The Alberta stroke program early CT score) 1a mot phuong
phap danh gia don gian va tin ciy tén thuong thiéu mau cuc bd trén chup cét
16p vi tinh s¢ ndo. Hi¢n thang diém nay dugc ung dung tai cac don vi chan
doan than kinh chuyén sau va c6 vai tro quan trong trong diéu tri tiéu huyét
khéi. Cach tinh diém ASPECTS dua trén hai 10p cit ngang chuin: Lat thir

nhit cat qua ddi thi va cac nhan nén, l1at tht hai ngay trén nhan nén. Thang
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diém chia ving chi phbi dong mach ndo giita ra thanh 10 khu vuc can quan

tam.

- Céc cau tric vang dudi vo o tong 3 diém, mdi cdu tric tinh 1 diém
(1 diém cho nhan dudi, 1 diém cho nhan béo va 1 diém cho bao
trong).

- Vung v6 thudc chi phdi dong mach ndo giira tinh tong 7 diém. 4
diém & 16p cit ngang qua hach nén, trong d6 1 diém cho ving vo
thuy dao, 1 diém cho mdi ving M1, M2, va M3.

- 3 diém con lai & 16p cit trén hach né, trong do 1 diém cho mdi vi tri
M4, M5, va M6.

- Céch tinh diém theo nguyen tac trur dﬁn, mdi mot vi tri co dau hiéu
sém s& bi trir di 1 diém.

- Phim ct 16p vi tinh so ndo binh thudng s& c6 tong 10 diém, trong
khi d6 néu ton thuong thiéu mau lan téa toan bo dong mach nado
giita s& c6 0 diém. Piém cang thap nhdi mau cang niang. Thang diém
ASPECTS lién quan chat ch€ véi mirc do dot quy.

- Piém ASPECTS trung binh 1a 8; Néu diém tir 7 tr& xudng thi c6 ty
1¢ tir vong va tan tat sau 3 thang tang [42].

Chup mach cit 16p vi tinh (CT Angiography - CTA): Chup mach cit
16p vi tinh duoc thuc hién sau tiém thudc can quang bang bom dién qua
duong tinh mach ngoai vi da 16n. May chup cat 16p da day sé duoc dat thoi
gian chup vao thoi diém ndéng d6 thude can quang tip trung cao nhat trong
dong mach ndo. Thudc can quang ciing c6 thé quan sat thdy trong long dong
mach 16n trén hinh anh chua dung mach, va dé chinh la nguén hinh anh cho
may tinh dung hinh anh mach mau cta da giac Willis va cdc mach 16n theo

khong gian ba chiéu. Huyét khdi trong 10ng mach chiém chd, lam tic nghén
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dong thudc can quang nén tao ra hinh anh khuyét thudc trén phim. Hién tuong
ndy c6 thé quan sat duoc ngay ca trén phim chua dung mach (con goi 13 hinh
anh nguén). DPéi voi phat hién tac hoac hep dong mach ndi so 16n, chup mach

CT c6 d6 nhay tir 92 dén 100% va do dic hiéu tir 82 dén 100% [43].

Chup mach cit 16p vi tinh nhiéu pha (Multiphase CTA): Pugc tng
dung trong danh gia tinh trang cta tudn hoan bang hé. Phuong phap nay can
hinh anh chyp c6 tiém thudc can quang & ba thoi diém sau bom thudc hay con
goi 12 multiphase CTA. Chup multiphase xac dinh tinh trang tudn hoan bang

hé nhanh hon so voi chup tudi mau [44].

Chup cit 16p vi tinh mach ngudn (CTA source images): Hinh anh
ngudn cia chyp cit 16p vi tinh mach méau ndo cé thé cung cap thong tin du
b4o tinh trang twdi mau nhd tinh chat ngdm thudc ¢ hé théng mach. Ngudn
hinh 4nh nay mot phan nao d6 c6 thé thay thé va khong can chup tudi mau
nita néu thiy khong can thiét. Hinh anh chup mach ngudn bao phu toan bd
nao, nguoc lai chyp tudi mau chi gidi han trong mot ) 16p cat nhu md ndo

ma théi [45].

Chup cit 16p vi tinh twéi mau (CT Perfusion Imaging - CTP): Sau
khi tiém thudc can quang duong tinh mach, may cit 16p vi tinh s& chup duoc
mot “ban d6 thé tich tudi mau ndo” bang cach chup quét hang loat anh theo 16
trinh thoi gian d3 dinh khi thudc can quang di qua dong mach ndo. Khu vuc
giam ty trong trén phim ngudn twong duong véi khu vuc thiéu mau cuc bo.
Thém vao d6, phén tich dinh luong sy di chuyén cua thudc can quang di qua
nao giup udc tinh dugce luu lugng mau nao (cerebral blood flow - CBF), thé
tich mau ndo (cerebral blood volume - CBV) va thoi gian chuyén trung binh
(mean transit time - MTT) mau di qua nhu md. Céc s6 lidu nay s& dugc sir

dung dé dy doan nhu md ndo c6 kha ning séng sét hay da chét. Muc dich cua
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phuong phap 13 tim ving pemumbra dira vao sy bat tuong xtng gitra 16i nhoi

mau va toan bo ton thuong [46].

1.3.2. Chup cOng hudéng tir (Magnetic Resonance Imaging — MRI)

Tén thwong d6t quy thiéu mau nio cuc bd cap trén phim cong hudng tir
c6 dic diém: Tang tin hiéu trén xung khuéch tan (Diffusion Weighted - DWI)
va FLAIR (Fluid Attenuation Inversion Recovery), giam tin hiéu trén ban d6

hé s6 khuéch tan ADC (hinh 1.6).

FLAIR

Hinh 1.6: Hinh dnh MRI ciia nhdi mau néo giai doan cip [47]

K§ thuat chup cong huong tir tién tién c6 kha niang xéac dinh duoc cac
phan nhom cua dot quy, loi ich nay c6 thé ung dung trong diéu tri tiéu huyét
khdi tinh mach hodc can thiép nd1 mach. Hon nira, cac xung cong huong tur 4o
nhay cao nhu Gradient Echo (GRE hay con goi 1a T2*) twuong duong véi chup
cit 16p vi tinh phat hién chay mau ndo cdp va tot hon chup cét 1p trong xéac
dinh chay mau ndo man tinh. Chay mau néo ¢ thé dugc chan doan bang chup
cong huong tir voi do ngay va chinh xac 1én dén 100% néu ngudi doc c¢6 kinh

nghiém [47].
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Quy trinh chup so ndo két hop xung T1 va T2 thuong quy cung voi
xung khuéch tan (Diffusion-Weighted Imaging - DWI), xung tudi mau
(Perfusion-Weighted Imaging - PWI), va GRE cho ta mét phuwong phap chan
doan tin cdy va chinh xac ca nhéi mau ndo va chay mau nio trong giai doan
diéu tri cap ctru. K¥ thuat chup cong hudng tir c6 thé thay thé chup cit 16p vi
tinh cAp ctru & nhitng trung tim noi sdn c6 may cong hudng tir. Cac may cong
huong tir thé hé méi, siéu nhanh (Newer ultrafast MRI imaging protocols) co
thé giam dugc thoi gian chup tir 15 dén 20 phat xubng con dudi 5 phat. Tuy
nhién van chua ung dung phd bién k¥ thuat nay [48].

Cong hwong tir khuéch tan (Diffusion Weighted Imaging - DWI):
Chup cong hudng tir xung khuéch tan dwa trén nguyén 1y kha ning phat hién
tin hiéu di chuyén cua phén tir nudc trong pham vi rat nho giira cac lan phat
xung tir. K¥ thudt nay c6 thé phat hién bat thudng do thiéu mau cuc bd trong
vong tir 3 dén 30 phut sau khi khoi phat bénh, thoi diém ma chup cat 16p vi

tinh va cong huong tir thong thudng van cho hinh anh binh thudng.

Mot téng quan hé théng nam 2010 cua Hoi Than kinh hoc Hoa Ky két
luan rﬁng, xung khuéch tan c6 wu thé vuot trdi so véi chup cat 16p vi tinh
thudng quy trong chan doan dot quy nhdi mau ndo cip trong 12 gid ké tir khi
khoi phat. Nghién ctru mot loat truong hop 1am sang sau d6 cho thay d6 nhay
ctia xung khuéch tan trong chan doan nhdi mau ndo cap tinh dat khoang 90%,

tuy nhién, d6 nhay c6 thé thap hon trong truong hop bénh nhe [47].

Ban d6 hé s6 khuéch tan: Pé tranh nhiu cta xung T2, chup cong
hudng tir ¢6 thém ban d6 hé sé khuéch tan (apparent diffusion coefficient -
ADC). Hé sb khuéch tan cho phép do dinh lwong su khuéch tan cia nudc.
Trong nhdi mau ndo cap tinh hién twong phu do doc té bao xay ra, khuéch tan

nudc gidm & mod ndo nhoi mau gay ra tang tin hi¢u trén xung khuéch tan va
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giam tin hi¢u trén ban d6 hé s6 khuéch tan. Nguoc lai, phut mach gy ra ting
tin hiéu trén xung khuéch tan co thé do nhiéu T2 nhung khuéch tan nuée ting.

Va vi vay, ban d6 hé s6 khuéch tan s& c6 hinh anh ting tin hiéu [49].

Chup cong hwéong tr twéi mau (Perfusion-Weighted Imaging -
PWI): Chup cong hudng tir tudi mau st dung k¥ thuat chup nhanh dé dinh
lwong chét ddi quang tir ¢ dén duogc nhu mé ndo sau khi tiém thudc. Muc
dich ciia chup tudi mau 1a xac dinh chinh xéc thé tich tén thuong thiéu méau
cuc bd ndo c6 hodi phuc, cd ¥ nghia rit quan trong nham lya chon liéu phap
diéu tri tai tudi mau va bao vé than kinh tot nhét c6 thé.

Chup mach cong huwéong tir (MR Angiography - MRA): Chup mach
cong hudng tir dé phat hién hep hoac tic mach duoc thuc hién kha phé bién
nhu mot phan trong cac chudi xung dbi v6i bénh nhan nhdi mau ndo cap. Két
qua tir nghién ctru loat trudng hop bénh, két hop sir dung xung khuéch tan va
xung mach trong vong 24 gid sau nhap vién cai thién dang ké d6 chinh xéc

cua chan doan va phan loai nh6i mau nao.

Chup mach cong hudng tir c¢6 tiém thudc d6i quang tir véi nguyén ly
TOF (Time Of Flight) ngay cang cai thién hinh 4nh mach méu 16n trong so so
v6i cac phuong phap khac. Dbi véi viée phat hién hep hodc tic mach 16n
trong sg, chup mach cong hudng tir co tiém thudc di quang tu c¢6 do nhay
khoang 86% dén 97% va d6 dic hiéu tir 62% dén 91% so v6i chup mach nio
can thiép [50].

Chudi xung do nhay cao (High susceptibility sequences): Ngay cang
c6 bang ching tng ho sir dung cong hudng tir chudi xung d6 nhay cao (vi du
GRE hay con goi T2*) dé phat hién huyét khéi cép tinh va tic dong mach nio
giita hodc dong mach canh trong. Tac mach do huyét khdi cip c6 thé quan sat

thdy cac diém hoac dai gidm tin hi¢u trong long dong mach ndo gitra hodc



29

canh trong, thuong c6 hinh cong, dudong kinh 16n hon bén d6i dién khong bi
tdc. Dau hiéu ndy con duoc goi 1 ddu hiéu nhay (susceptibility sign) va no
turong tu nhu ddu hiéu ting ty trong dong mach nio gitta mo ta trén chup cat
16p vi tinh. Cong hudng tir chudi xung dd nhay cao ciing c6 loi thé trong viée
phat hién chdy mau nhu mé ndo cip, dic biét cic vi chdy mau ma trén phim
chup cét 16p vi tinh rat kho phat hién hodc phan biét giita thudc can quang va

mau [51].
1.3.3. Chup mach can thi¢p (Conventional Angiography)

Chup mach can thiép hay con goi 1a chup mach mi héa x6a nén (Digital
Subtraction Angiography - DSA) 1a phuwong phéap duoc sir dung phd bién va
duoc coi 1a tiéu chuén vang trong danh gia mach ndo. Tuy nhién, chup mach
can thiép dé chan doan hién nay it khi 4p dung trong giai doan cip cua dot
quy ndo vi hai 1y do chinh. Mot 13, c¢6 sy thay thé ximg déng cua cac ky thuat
khong xam l4n nhu chup mach cat 16p vi tinh, chup mach cong hudng tir va
cac phuong phap siéu am. Hai 13, nguy co gy ra dot quy ndo lién quan dén

k¥ thuat can thiép, mic du ty 1¢ rat thap.

Chi dinh chinh cua phuong phap la trong nhitng trudng hop nghi ngd
tdc mach 16n khi d3 thyc hién cac phuong phap khac. Luc ndy chup mach can
thiép gitip khang dinh chan doan, dong thoi c6 thé thuc hién can thiép mach
ngay néu co6 chi dinh. Két hop vira chan doan vira diéu tri nhdi mau ndo cap
nhu 14y huyét khdi co hoc, tiém thudc tiéu huyét khéi dudong dong mach hoic

nut mach trong v& phinh dong mach [52].

1.4. CAC NGHIEN CUU VA UNG DUNG PIEU TRI TIEU HUYET
KHOI PUONG TINH MACH
Sy ra doi cua cac thudce tiéu huyét khéi bat dau tir nhitng ndm 1930 khi

con nguoi phat hién cic chat chiét xuat tr vi khuan (streptokinase,
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staphylokinase), tir mo (fibrinokinase), nuéc tiéu (urokinase) hodc nudc bot
cta doi c6 thé kich hoat hé thong tiéu soi huyét. Tur 46, tiém ning diéu tri
huyét khdi dong mach thong qua co ché ly giai huyét khéi cua plasmin duoc
cht y. Nhung mai dén nam 1958, truong hop diéu tri nhdi mau nio cap dau
tién moi dugc ghi nhan. Tuy nhién, phai d&én nhitng nim 1970 k¥ thuat chup
cat 16p vi tinh mé1i ra doi, cho nén su lya chon bénh nhan t6i wu da khong thé
thuc hién duoc trude do.

Nhitng nghién ctru dau tién vé thudc streptokinase trong nhdi mau nio
cap cho thdy kém hiéu qua va ting nguy co chay mau ndo do thiéu tinh dic
hi¢u trén fibrin. C6 ba thtr nghiém sir dung streptokinase truyén tinh mach
trén bénh nhan nhdi mau ndo cdp 1a ASK (Australian Streptokinase Trial),
MAST - I (Multi-center Acute Stroke Trial - Italy) va MAST- E (Multicenter
Acute Stroke Trial - Europe). Tuy nhién, tit ca cac thir nghiém nay phai dirng
lai sém vi ty 1€ chdy mau nao cao dugc ghi nhan trong nhom bénh nhan s
dung streptokinase.

Cudc tim kiém cac thuéc méi c6 tac dung chinh tét hon, it nguy co hon
tiép tuc cho dén nam 1979, khi phat hién ra chat hoat hoa plasminogen mo tai
t6 hop (recombinant tissue plasminogen activator - rtPA). Pén nam 1983, viéc
téng hop rtPA (Alteplase) bang cong nghé gien di khoi dau cac thir nghiém
lam sang, chu yéu chi dinh trong bénh mach vanh. Nam 1995, mot budc ngoat
16n da dén, thir nghiém cua Vién Quéc gia vé céc rdi loan than kinh va dot
quy Hoa Ky (the National Institute of Neurological Disorders and Stroke -
NINDS) cho thiy Alteplase c6 du bing chimg hiéu qua va an toan ddi véi
nh6i mau ndo cap cira s6 diéu trj trong 3 gio ddu. Pén nim 2008, thir nhiém
ECASS 3 (Thrombolysis with alteplase 3 to 4.5 hours after acute ischemic
stroke) tai Chau Au dd chimg minh dugc tinh an toan va hiéu qua cua

Alteplase khi chi dinh & ctra s6 tir 3 dén 4,5 gid sau khoi phat nhdi mau néo.
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Tu d6 dén nay, ctira s6 diéu trj da duoc chép nhan tir 0 dén 4,5 gio.

Vé liéu luong, cac nghién ctru 10n tir Nhat Ban déu ung ho st dung lidu
thip va sau d6 da dua vao diéu tri thuong quy khi duge B Y té Nhat Ban phé
chuan tir ndm 2006. Dén nim 2016, nghién cttu ENCHANTED (Low-
Dose versus Standard-Dose Intravenous Alteplase in Acute Ischemic Stroke)
so sanh liéu chuan va liéu thap cho thdy, lidu thap (0.6mg/kg thé trong) an
toan hon liéu chuén (0.9mg/kg thé trong). Tuy nhién, hiéu qua phuc hdi chirc
ning than kinh tai thoi diém 3 thang & nhom dung lidu thap chi gan tuong
duong liéu chuan.

Mac du da khéng dinh duoc vai tro nén tang, Alteplase van con han ché
trong viéc lam tai thong mach mau som va lam tang nguy co chay mau, du ¢
mirc thap. Pa c6 nhidu nd luc phat trién cac thudc tiéu huyét khdi thé hé méi
t6t hon Alteplase trén 1y thuyét, nhung vé 1am sang chua c6 bang ching tot
hon. Nam 1994, mot thudc khac 1a Tenecteplase (rtPA-TNK) cho thay c6 tinh
dic hiéu trén fibrin cao hon Alteplase (rtPA), nhung dén nim 2005 méi co
mo ta vé trudng hop str dung dau tién. Qua hai giai doan thtr nghiém, dén cudi
nam 2017, nghién cttu NOR-TEST (Tenecteplase versus Alteplase for
management of acute ischaemic stroke - NOR-TEST: A phase 3, randomised,
open-label, blinded endpoint trial) dd dugc cong bd. Theo dé, hiéu qua cua
Tenecteplase twong dwong véi Alteplase ¢ nhitng bénh nhan nhdi mau nio
nhe. Hién tai, thtr nghiém TASTE (Tenecteplase versus Alteplase for Stroke),
so sanh hiéu qua cua hai thudc nay trong cira s6 4,5 gio dang duoc tién hanh
va du kién cong bd trong nim 2019.

Vé Desmoteplase, thir nghiém DIAS-3 (Safety and efficacy of
Desmoteplase given 3—9 h after ischaemic stroke in patients with occlusion or
high-grade stenosis in major cerebral arteries - DIAS-3: A double-blind,

randomised, placebo-controlled phase 3 trial), cong b niam 2015 cho thdy,
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Desmoteplase an toan nhung khong gitp cai thién chirc niang than kinh sau 3
thang d6i v&i cac bénh nhan nhdi mau ndo cap cira sb tir 3 dén 9 gid sau khai
phat dot quy, do hep nang dong mach 16n trong so.

Nhu vay, lich sir nghién ctru tmg dung cua cac thude tiéu huyét khbi da
c¢6 trén 50 nim véi nhiéu thiang tram, nhung cudi cing di dat dugc nhiéu
thanh tyu dang ké. Hién tai, Alteplase 1a thubc diéu tri chuan trong dot quy
nhdi mau ndo cip vai ctra sO toi da 4,5 gid. Cac thir nghiém tiép theo van
dang tiép tuc thuc hién nhdm muc dich ting loi ich, giam nguy co va mo rong
thém ctra s6 diéu tri, v6i mong mudn cé thém nhiéu ngudi bénh duge hudng

loi [13],[37], [53],[54],[55].

1.4.1. Piéu tri tiéu huyét khéi lidu chuin

Piéu tri trong cira so 3 gio: Thir nghiém NINDS ¢ Hoa Ky nam 1995
chi bao gdm nhitng bénh nhan nhdi mau ndo cap tinh trong vong 3 gid sau
khéi phat. Nghién ctiru dugce chia thanh hai giai doan. Giai doan dau tién gém
291 bénh nhan, véi muc dich danh gia tac dong cua Alteplase trén su cai thién
1am sang trong 24 gio dau, dugc dinh nghia 1 lam giam 4 diém theo thang
diém NIHSS. Giai doan thtr hai bao gdm 333 bénh nhan, nham danh gia loi
ich cua diéu tri Alteplase trén su cai thién vé van dong tai thoi diém sau ba
thang. Ca hai thtr nghiém 1am sang nay déu duoc thiét ké lua chon ngau
nhién, mu doi, so sanh diéu tri Alteplase duong tinh mach va gia dugc. Mot
nira sd bénh nhan diéu tri trong vong 90 phut dau, mdt nira con lai diéu tri trong
vong 91-180 phut. Huyét ap duoc kiém soat chat ch&, khong st dung cac thude
chéng dong va chong két tap tiéu cau trong 24 gidr dau sau khi bét dau diéu trj.

Téng s6 cd 624 bénh nhan duoc phan ngiu nhién thanh 2 nhom dé diéu
tri voi gia duoc hodc Alteplase tinh mach (0,9 mg / kg), 1én dén tong licu tdi
da 90 mg, trong d6 10% ti€m lidu nap duong tinh mach, sau do truyén lién tuc

tinh mach trong 60 phut.
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Trong nghién ciru giai doan dau, khong ghi nhan sy khac biét co y nghia
vé tiéu chi chinh duoc déanh gia trén ty I¢ bénh nhan c6 cai thién 1am sang sau
24 gio> (NIHSS giam trén 4 diém). Tuy nhién, co su khac biét rd rét vé mic do
cai thién 1am sang chung & nhom diéu tri va gia duoc (diém NIHSS trung binh
sau 24 gid 14 8 diém & nhom diéu tri va 12 diém ¢ nhom gia duoc, p < 0,02).

Trong nghién ctru giai doan hai, két qua cho thay nhiing bénh nhan dugc
diéu tri thudc tiéu huyét khdi c6 thém 30% co hdi phuc hdi van dong hoan
toan hodc tan tat & mic do toi thiéu tai thoi diém sau ba thang so v&i nhom
bénh nhan diéu tri bang gia dugc. Két qua nay ciing duoc thay rd khi danh gia
g0p chung cua hai giai doan nghién curu.

Loi ich cua viéc diéu trj tiéu huyét khéi tinh mach trong vong 3 gid tiép
tuc duoc duy tri sau mot nam theo doi. Bénh nhan duoc diéu tri trong vong 90
phut c6 két qua tot hon so voi nhitng nguoi diéu tri tir 90 dén 180 phut sau khi
khoi phat triéu ching. Loi ich cua rtPA thiy rd qua ca bon phuong tién danh
gia két qua sau ba thang (bang 1.2).

Bing 1.2: Két qua ciia nghién citu NINDS

Cic chi so TPA (%) Gia Tysuat p
dugc (%) chénh

Chi sé Barthel 95-100 50 38 1,6 0,008

Piém Rankin stra d6i 0-1 39 26 1,7 0,026

Diém hoi phuc Glasgow = 1 44 32 1,6 0,025

Piém NIHSS giam tir 4 diém tro 31 20 1,7 0,033

1én

Ty 1é chay mau ndo c6 triéu ching 14 6,4% & nhom diéu tri Alteplase, so

v6i 0,6% & nhom diéu tri gia duoc. Tuy nhién, ty 1é tir vong & nhom dung
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Alteplase thap hon nhom dung gia dugc (17% so v6i 21%) du chua du y
nghia thong ké.

Dua trén két qua ctia nghién ctru NINDS, Co quan Quan Iy Dugc phim
va Thuc phdm Hoa Ky (FDA) d4 chap nhén liéu phap diéu tri Alteplase trong
nhdi mau ndo cap va dugc dua vao khuyén cao diéu tri tir nim 1996 [6].

Piéu tri trong giai doan cira s6 tir 3 dén 4,5 gio: Loi ich cta Alteplase
duong tinh mach trong diéu tri khi mé rong cira so thoi gian tir 3 gio dén 4,5
gid dau dugc khing dinh bai thir nghiém ECASS 3 nam 2008 tai chau Au.
Theo d6, nghién ctru nay phan chia ngiu nhién 821 bénh nhan (18 dén 80
tudi) nhoéi méau ndo cap thanh 2 nhom: Piéu tri bang Alteplase tiém tinh mach
hodc gia dugc. Ngoai cac tiéu chuan chdng chi dinh danh cho ctra s6 diéu tri
tir 0 - 3 gio, thir nghiém ECASS 3 thém vao mét sé chdng chi dinh bd sung
(vi du, bénh nhan trén 80 tuéi, NIHSS trén 25 diém, nhitng bénh nhan cé tién
sir nhdi mau ndo két hop voi dai thao duong, va nhitng nguoi dang st dung
thudc chéng dong bit ké ty 1& binh thuong héa Qudc té - INR). Nhimg bd
sung chdng chi dinh ndy nham dép tmg yéu cau vé tinh an toan tir cac co quan
quan 1y chau Au. Tiéu chi chinh 1a két cuc 1am sang tai thot diém ba thang,
danh gia bang thang diém Rankin sira d6i: Két cuc tot (diém Rankin bang 0
hodc 1), két cuc khong tot (diém Rankin tir 2 dén 6). Két qua chinh cua
ECASS 3 la: Bénh nhén trong nhom str dung Alteplase c6 ty 1é phuc hdi chirc
nang than kinh tot cao hon dang ké so v&i nhom dung gia dugc (52% so véi
45%, OR = 1,34, 95% CI 1,02-1,76). S6 lugng bénh nhan can diéu tri dé dat
duoc thém mot trudng hop co két cuc tot 1a 14 (NNT = 14). Khong c6 su khac
biét vé ty 1é tir vong giira nhom diéu tri Alteplase va gia dugc (7,7% va
8,4%). Bién ching chay méau ndo co triéu ching cao hon & nhom sir dung

Alteplase so véi gia dugc (2,2% so voi 0,2%).
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Nhiing két qua nay cho thay diéu tri Alteplase duong tinh mach cira so
tir 3 dén 4,5 gid sau khi khoi phat triéu ching mang lai cai thién du khong qua
16n nhung c6 ¥ nghia tai thoi diém 3 thang, véi ty 1& chay mau ndo co triéu
chtng thip. Mtrc d6 triéu chtng khi vao vién ciia bénh nhan trong nghién ciru
ECASS 3 nhe hon trong thir nghiém NINDS, c6 thé day 1a mot yéu t6 giai
thich tai sao két qua diéu tri tot hon cho c& hai nhom diéu tri Alteplase va
gid dugc trong ECASS 3 so véi NINDS. Khéc véi thir nghiém ECASS 3,
cac thir nghiém ngiu nhién trudc day vé tiéu huyét khoi tinh mach khong
thay loi ich o rang cho bénh nhan diéu tri & cta s trén 3 gio sau khi dot
quy khaoi phat [7].

Dén nay, dd c6 thém bang chimg vé tinh an toan cua diéu tri Alteplase
duong tinh mach trong nhdi mau nio cap ddi voi cira s trén 3 gid trong thuc
hanh 1am sang, xuat phat tir nghién ctru quan sat SITS - ISTR. So voi cac
bénh nhén diéu tri trong cira s6 dudi 3 gid (n = 21.566), nhimg bénh nhan
diéu tri tir 3 - 4,5 gid (n = 2376) o ty 1é phuc hoi tét (mRS 0 -1) va tir vong
tuong ty nhau tai thoi diém ba thang khi chua hi¢u chinh. Sau khi hiéu chinh,
so sanh két qua cho thdy nhu sau:

v' Ty 1é chay mau ndo c6 triéu ching ¢ bénh nhan diéu tri trong ctra s6
tir 3 dén 4,5 gid cao hon so v&i nhimg bénh nhan diéu tri trong vong 3
gio; Su khac biét ¢6 y nghia théng ké néu sir dung dinh nghia chay mau

ndo co tridu ching trong nghién ciru ECASS 2 (ty s6 chénh [OR] 1,27,

95% CI 1,03-1,55). Nhung khi st dung dinh nghia ctia nghién ctru
NINDS thi sy khac bi¢t khong c6 ¥ nghia (OR 1,18, 95% CI 0,99-
1,41).

v' Ty 1& bénh nhan c6 hdi phuc tbt sau ba thang & nhém diéu trj trong

ctra sO tir 3 dén 4,5 gid thap hon (OR 0.84, 95% CI 0,75-0,95), trong
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khi do, ty 1€ t&r vong lai cao hon (OR 1,26 , 95% CI 1,07-1,49) so véi
nhom diéu tri ¢ ctra s6 dudi 3 gio.

Tém lai, nghién ctru quan sat SITS - ISTR chi ra ring, co su suy giam
loi ich va gia tang nguy co dbi voi diéu tri Alteplase sau cira s6 diéu tri 3 gio.
Nhan dinh nay tuong dong véi nhitng két luan cta cac thir nghiém ngau nhién
16n: Biéu tri Alteplase tinh mach cang sém cang c6 loi [56].

Piéu tri mé rong cia sé dén 6 gio: Hiéu qua cua Alteplase duong tinh
mach cira sb tir 4,5 dén 6 gio sau khi khoi phat bénh chua duoc khang dinh va
cling khong bac bé bdi cac dir li¢u hién co.

Thir nghiém mé 16n nhat 1a IST-3 (International Stroke Trial- 3) thu
nhan diéu tri 3035 bénh nhan trén 18 tudi trong cira s6 6 gidr sau khai phat.
Phaén tich tai thoi diém sau thang cho thiy, xu hudng phuc hdi chirc ning than
kinh tot hon khong c6 y nghia & nhom diéu tri Alteplase tinh mach so véi
nhom dbi chimg (37% so v&i 35%, ty sudt chénh [OR] 1.13, 95% CI 0,95-
1,35). O phan nhom ngau nhién, 1007 bénh nhan diéu tri tir 4,5 dén 6 gid, xu
hudng dat két qua tot cling khong co ¥ nghia (47% so voi 43%, OR 1,31, 95%
CI 0,89-1,93). Mic du ddy 1a nghién ctru 16n nhét vé tiéu huyét khdi trong
nhdi mau nio Cép tinh, IST-3 chi dat hon mot nira s6 sd lugng bénh nhan theo
ké hoach dé ra va chua du d6 manh dé chac chan phat hién hiéu qua ¢ phan
nhom [57].

Nam 2012, mdt phan tich gop 12 thir nghiém gdm 7012 bénh nhan,
trong d6 c6 3035 bénh nhan tir thor nghiém md IST-3 cho thdy, diéu tri
Alteplase tinh mach trong vong 6 gio dau giup gia ting dang ké ty 1é bénh
nhan doc 1ap chirc nang than kinh (mRS 0-1) vao cudi ky theo ddi (46% so
voi 42%, OR 1,17, 95% CI 1,06-1,29). Tuy nhién, lgi ich ctia Alteplase la nho
vao nhém bénh nhan diéu tri trong vong 3 gid sau khoi phat. O nhom 4971 bénh

nhén duge diéu tri tir 3 dén 6 gi0, su khac biét c6 xu hudng khong cod ¥ nghia dbi
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v6i két qua co 1oi (47% so vai 46%, OR 1.07, 95% CI 0,96-1,20). Nghién ciru
nay di khong dua ra phén tich phan nhém bénh nhan diéu tri trong khoang thoi
gian tir 4,5 dén 6 gio [58].

1.4.2. Nghién ciru so sanh liéu thap va liéu chuin cira s6 4.5 gio' dau

Nghién cttu ENCHANTED dya trén gia thiét cho rang, diéu tri
Alteplase liéu thap co ty 1& phuc hoi chirc nang than kinh tot khong thua kém
lidu chuan va giam ty 1¢ bién chimg chay mau ndo so véi liéu chuan. Pay 1a
mot nghién ciru ngﬁu nhién, da trung tam, thiét ké mo, chia 1am hai nhém
(lidu thap hodc liéu chuan), chi dinh ngau nhién 3.310 bénh nhén c6 du tiéu
chuan dé diéu trj tiéu huyét khdi (tudi trung binh 67; 63% nguoi Chau A) dé
diéu tri liéu thap Alteplase duong tinh mach (0,6 mg/kg) hoic lidu chuan (0,9
mg/kg); Bénh nhan duoc ngiu nhién héa va diéu tri trong vong 4,5 gid sau
khi xuét hién triéu ching dau tién.

Muc tiéu chinh 1a xac dinh xem két qua diéu tri cua lidu thip liéu c6
kém hon so véi lidu chudn trén phuong dién tir vong hodc tan tat tai thoi diém
90 ngay hay khong, dua trén muc diém tir 2 dén 6 cia thang diém Rankin sta
ddi [tir 0 (khong c6 triéu ching) dén 6 (tir vong)]. Muc tiéu thir hai 1a x4c dinh
xem liéu liéu thap c6 lam giam ty 1 bién ching chay mau ndo c6 triéu ching
hay khong va két qua phuc hdi chirc ning than kinh dua trén phan bd diém
Rankin sira d6i. Thir nghiém nay ciing bao gdm 935 bénh nhan tham gia ngiu
nhién hoa can thiép diéu tri huyét ap tich cuc (cong bd 2019).

Ty 1& bénh nhan c6 diém Rankin sira doi tir 2 dén 6: C6 855 trong sb
1607 bénh nhén (53,2%) ¢ nhém sir dung liéu thap va 817 trong s6 1599 bénh
nhan (51,1%) trong nhom lidu chuan (ty xuat chénh [OR] 1.09; 95% khoang
tin cay [CI] tir 0,95 dén 1,25; P = 0,51). Nhu vay, két qua diéu tri Alteplase
liu thap cho thay ty 1& dat tiéu chi chinh thap hon so véi liéu chuan dua vao

phan tich tht ty trén thang diém Rankin stra d6i (ty suat chénh [OR] 1,00;
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95% khoang tin cay [CI] 0,89-1,13; P = 0,04 trong so sanh ngang bang). Ty 18
bién chimg chay méau ndo c6 triéu chimg gip & 1,0% sd bénh nhén diéu tri
lidu thap va 2,1% & nhom liéu chuan (P = 0,01); Ty 18 tir vong xay ra trong
vong 7 ngay dau ¢ 0,5% cua nhom liéu thap va 1,5% cta nhom liéu chuan (P
=0,01). Ty 1¢ tir vong tai thoi diém 90 ngay sau dot quy khong khac biét dang
ké gitra hai nhom (8,5% nhom liéu thap va 10,3% nhom liéu chuan, P = 0,07).
Nhu vay, nghién ctru thir nghiém so sanh hiéu qua diéu tri tiéu huyét khoi
Alteplase licu thap véi liéu chuan trong diéu tri nhdi mau ndo cap tai thoi
diém 90 ngay cho thay, ty 1& tan tit va tir vong & nhom sir dung liéu chuin
thip hon so v&i nhom sir dung liéu chuan (51,1% so voi 53,2%). Tuy nhién,
ty 18 bién chimg chay mau nio co triéu ching giam cd ¥ nghia v6i Alteplase
lidu thap [13].

Trong mot phén tich dudi nhém cia nghién cru ENCHANTED, két qua
chi ra rang, loi ich cua Alteplase liéu thip c6 xu hudng rd rang hon ddi véi
ngudi Chau A, ngudi gia trén 80 tudi va cac bénh nhan dot quy ning. Dang
chu y, bénh nhan duoc diéu tri trong cira so tir 3 dén 4.5 gio ¢6 két qua phuc
hdi chirc ning than kinh t6t tai thoi diém 3 thang twong duong nhau ¢ hai
nhom liéu thap va liéu chuin (48.9% so véi 49.9%, OR = 1.04, 95% CI 0.84-
1.3, p = 0.65) [59]. Thém vao d6, mot phan tich gop cac dit liéu vé Alteplase
lidu thap ¢ nguodi Chau A tir ndm 1990 dén 2015 ciing cho thy, tinh hiéu qua
va an toan cua liéu thip trong duong véi lidu chuan [60].

1.4.3. Tong hop cac dir liéu cap nhat dén nay

Nam 2014, mdt phan tich gdp danh gia cac dit liéu tir 6756 bénh nhan
(trong d6 c6 hon 1.700 ddi tuong trén 80 tudi) da duoc diéu tri Alteplase tinh
mach hodc 1am nhoém chtng trong vong 3 dén 6 gid sau khoi phat dot quy
nao, gém cac thtr nghi¢ém NINDS, ATLANTIS , ECASS (1, 2, 3), EPITHET
va IST-3. Ti€u chi chinh 1a ty I¢ bénh nhan dat két cuc tot vao thoi diém ba
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hodc sau thang, dugc tinh béng diém Rankin stra d6i tir 0 dénl. Céc quan sat
sau day da dugc ghi nhan:

v Dbi véi diéu tri trong vong 3 gio ddu sau khoi phat nhdi mau ndo,
diéu tri Alteplase cho két qua phuc hdi t6t voi 33% s bénh nhan, so
v6i 23% cua nhom ching (OR = 1,75, 95% CI 1,35-2,27).

v Dbi vé6i diéu trj tir 3 dén 4,5 gio, ty 16 co két qua phuc hoi tdt trong
cac nhom Alteplase va nhém ching 1a 35% va 30% (OR = 1.26, 95%
CI 1,05-1,51).

v Dbi v6i dibu tri tai thoi diém trén 4,5 gio, ty 16 co két cuc t6t trong
cac nhom Alteplase va nhém chung 1a 33% va 31% (OR = 1.15, 95%
CI1 0,95 - 1,40).

v' Loi ich ctia Alteplase 14 tuong ty bat ké tudi cia bénh nhan hodc mirc
do nghiém trong dot quy.

v' Alteplase tang nguy co chay mau ndo co triéu ching (6,8%, so vdi
1,3% & nhom ching, OR = 5.55, 95% CI 4,01-7,70) va tang nguy co
chay mau ndo gay tir vong trong vong bay ngay (2,7% so véi 0,4%, OR
=7.14, 95% CI 3,98 -12,79); Nguy co nay tuong tu nhau bat ké do tudi,
mirc d0 nang cua nhdi mau ndo, hay thoi gian diéu tri. biéu tri
Alteplase khong c6 anh hudong dang ké gi dén nguyén nhan gay tir vong
som hay mudn khac.

v’ Tir vong tai thoi diém 90 ngay cao hon mot chut trong nhom dung
Alteplase (17,9%, so v6i 16,5% trong nhém dbi chung, OR = 1,11,
95% CI 0,99 - 1,25), nhung khong du y nghia thong ké.

Tuong ty va cling voi cac phan tich gop khac, nhiing quan sat nay khang
dinh réng, diéu tri Alteplase tinh mach bat dau cang som cang co6 loi, va loi
ich con duge mo rong cho dén 4,5 gio sau khoi phat dot quy ndo. Ngoai ra,

diéu tri Alteplase tinh mach déu co loi bat ké tudi cta bénh nhan, muc do
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nghiém trong cua nhdi mau nio. Ty suat chénh vé loi ich diéu tr1 ty 1€ nghich
v6i thoi gian diéu tri Alteplase. Vuot qua cua s diéu tri 4,5 gid, nguy co giy
hai ¢6 thé vuot qua loi ich [61].
1.4.4. Nghién ciru so sanh Alteplase va Tenecteplase

Tenecteplase (rt-PA-TNK) c6 tinh dac hi€u trén fibrin cao hon Alteplase
(rt-PA). Nam 2005, trudng hop sir dung Tenecteplase dau tién dwgc ghi nhén.
Sau mot thoi gian dai, qua hai giai doan thir nghi€ém, dén cudi nam 2017,
nghién ctu NOR-TEST (Tenecteplase versus alteplase for management of
acute ischaemic stroke - NOR-TEST): A phase 3, randomised, open-label,
blinded endpoint trial) dd duoc cong bd. Theo do, hiéu qua va tinh an toan
cua Tenecteplase twong duong Alteplase (rt-PA) hi¢n dang st dung. Tuy
nhién, d6i twong nghién ciru cua thir nghiém nay hau hét 1a nhitng bénh
nhan nhdi mau ndo nhe. Nhu vay cho dén nay, chua c6 mdt thude tiéu
huyét khéi nao du bing chuing cé loi hon va co thé thay thé duoc
Alteplase [55].
1.4.5. Nghién ciru IAm sang Alteplase lidu thip tai Nhat Ban

Nghién cttu J-ACT (Japan Alteplase Clinical Trial — J-ACT):
Nghién ctru nay bao gdbm 103 bénh nhan, dugc chan doan nhdi mau ndo cip
trong vong ba gio dau, diéu tri bang Alteplase licu 0,6mg/kg duong tinh
mach. Két qua cho thdy, 36,9% bénh nhan c6 mic d6 phuc hdi van dong tot
(diém Rankin stra d6i 0-1), trong khi d6, ty 1& chay mau ndo c6 triéu chimg la
5,8%. Sau nghién ctru nay, B6 Y té Nhat Ban di chip thuan st dung
Alteplase d6i v6i bénh nhan nhdi mau ndo cap trong vong ba gior dau [9].

Nghién ciru SAMURAI: Nghién ciru nay ghi nhan két qua qua viéc sir
dung thuong quy Alteplase trén 600 bénh nhan nhdi mau ndo cip tai Nhat
Ban tir ndam 2005 dén nam 2008. Ty 1& bénh nhan c¢6 mirc dd phuc hdi vén

dong t6t (diém Rankin stra d6i 0-1) 1a 33,2%, ty 1& chay méau ndo co triéu
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ching 1a 3,8%.

Hai nghién ctru trén chi ra rang, Alteplase c6 hiéu qua va an toan d6i voi
cac bénh nhan nhdi mau ndo cip trong cira s ba gior du tai Nhat Ban [62].
1.4.6. Nghién ciru diéu tri tiéu soi huyét tai cic nwéc Chau A khac

Nghién ctru tai Thai Lan: Nam 2001, lan dau tién tai chau A, mot
nghién ctru vé diéu trj thudc tiéu huyét khéi tai Thai Lan duoc cong bo.
Nghién ctru chi bao gdm 34 bénh nhan nh6i mau nio cip diéu tri trong ba gid
dau. Trén 50% bénh nhan c6 cai thién rd 1am sang sau 24 gio. Ty 1¢ chay mau
nao co triéu chung 1a 5.9%.

Nam 2011, Dharmasaroja va cong su nghién ctru két qua diéu trj tiéu
huyét khdi trén 197 bénh nhan & cira s6 tir 0 dén 4,5 gid cho thay, ty 1& hdi
phuc tdt dat 47%, tu vong chiém 12%. Mot nghién ctru khéc ctia cung nhom
tac gia & 203 bénh nhan thay rang, yéu td cai thién chirc ning than kinh sém
trong 24 gid dau sau dung thudc tiéu huyét khdi cé ¥ nghia tién luong doc 1ap
vé phuc hoi chirc ning sau 3 thang [63],[64].

Nghién ciru diéu tri tiéu huyét khéi tai Singapore: Thir nghiém bao
gém 130 bénh nhan nhdi mau ndo cdp trong vong ba gid dau, cong bd nam
2010. Trong s6 d6, 82 bénh nhan duoc diéu tri bé'tng Alteplase liéu chuan 0,9
mg/kg va 48 bénh nhan diéu tri bang Alteplase liéu thdp duong tinh mach. Ty
1€ bénh nhan c6 mirc do phuc hdi van dong tbt (diém Rankin stra ddi 0-1) 1a
59% & nhom st dung lidu chudn va 35% & nhom st dung lidu thap. Ty 1é
chay mau ndo co triéu chirng ¢ hai nhom 1an luot 1a 1,2% va 14,5% [65].

Nghién ctru diéu tri tiéu huyét Kkhoi tai Pai Loan (Taiwan
Thrombolytic Therapy for Acute Ischemic Stroke Study): Nam 2010,
Chao va cong su nghién ctru 241 bénh nhan nhdi mau nio cap trong vong ba
gio dau. Trong sd d6, 125 bénh nhan (51,8%) duoc diéu tri bang Alteplase
lidu chuan 0,9 mg/kg va 116 bénh nhan (48,2%) diéu tri bang Alteplase liéu
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dudi chuan 0,72 mg/kg duong tinh mach. Ty 1€ bénh nhan c6 mic d§ phuc
hdi van dong tot (diém Rankin stra d6i 0-1) 1a 39.3%. Ty 1é chay mau néo c6
triéu chirng 1a 7,9% [66].

Nam 2013, mdt nghién ctru khao sat Qudc gia vé tinh hinh st dung
thudc tiéu huyét khéi tir naim 2003 dén 2010 dugce cong bd. Theo do, trong
téng s& 394.988 bénh nhan nhdi mau ndo cap, chi ¢ 2385 bénh nhan (0.6%)
dugc diéu tri tiéu huyét khéi tinh mach. Ty 1& st dung ting tir 0.03% nam
2003 1én dén 1.51% vao nam 2010. Ty 1¢ bién chimg chiay méau ndo va tir
vong tai bénh vién lan luot 1a 3.48% va 7.71% [67].

1.4.7. Kinh nghi¢m trng dung diéu tri tiéu huyét khdi tai Viét Nam

Diéu tri litu chuin va dwéi chuin trong 3 gio' dau: Tai Viét Nam,
nhimg trudng hop 1am sang riéng 1& diéu tri Alteplase dudng tinh mach trén
bénh nhan nhdi mau ndo cép dugc bao cao bdi Phan Cong Tan tur 2005 tai
bénh vién Nhan Dan Gia Pinh. Nam 2006, nghién ctru dau tién danh gia hiéu
qua va tinh an toan ctua Alteplase dugc thuc hién tai ba bénh vién: Nhan Dan
115, Nhan Dan Gia Pinh va An Binh. Nghién ctru bao gébm 121 bénh nhan
nhdi mau ndo cdp, duoc diéu tri bing Alteplase dudng tinh mach véi liu tir
0,7-0,9 mg/kg (téng liéu 50mg) trong 3 gid dau sau khoi phat. S6 lidu duoc
thu thap tir thang 5 nam 2006 dén thang 5 nam 2009. Két qua tai thoi diém ba
thang, ty 1€ bénh nhan dat diém Rankin hiéu chinh tir 0 dén 1 1a 43%, ty 1€
bién chimg chay mau ndo c6 triéu chimg 14 4% va ty 18 tir vong 13 8%.

DPén nam 2013, Nguyén Huy Thing céng bd nghién ctru 152 bénh nhan
nhdi miu nio cép diéu trj b::ing Alteplase liéu chuén tai bénh vién Nhan Dan
115 trong ctra s6 3 gid dau. Ty 18 hdi phuc t6t (diém Rankin stra doi tir 0-1)
tai thoi diém 90 ngay dat 45%. Bién chtng chay mau ndo cé triéu ching 1a
4.6%. Ty 1€ tor vong sau 3 thang 1a 11.8% [12],[68].

Piéu tri lidu thap trong 3 gio dau: Dicu tri lidu thap mot cach hé thong
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¢ Viét Nam dugc thuc hién tai bénh vién Bach Mai tr nam 2010. Trong
nghién ctru cia Mai Duy Tén cong b nam 2013, danh gia tinh an toan va
hiéu qua cua Alteplase liéu thap (0,6mg/kg), diéu tri dot quy nhdi mau nio cap
ctra s6 3 gid & 66 bénh nhan. Ty 1é phuc hdi 1am sang t6t dat 51.51% sb bénh
nhan tai thoi diém 90 ngay. Ty 1é chay mau ndo c6 tridu chimg gap & 1.52% va
tir vong chiém 3,03%. Két qua nay rat kha quan va di cho thiy nhiéu tuong
déng véi cac nghién ciru cua Nhat Ban. Tur d6 dén nay, co trén 10 bénh vién &
mién bic da ap dung diéu tri liéu thdp vi an toan hon, kha thi hon va tiét kiém
chi phi hon [11].
1.4.8. Nghién ciru diéu tri can thiép ndi mach két hop tiéu huyét khoi

Dbi voi nhitg bénh nhan dot quy nhdi mau ndo cdp do tic dong mach
16n, khuyén cao diéu tri sém bang phwong phap lay huyét khdi co hoc str
dung thiét bi ldy huyét khdi thé hé tht hai, cho du bénh nhan c¢6 dugc diéu tri
tiéu chuédn v6i Alteplase duong tinh mach hay khong [69]. Khuyén cdo nay
dua trén nim thtr nghiém ngiu nhién nhin mo, da trung tim c6 dbi ching tir
nam 2014 dén 2015 bao gdm: MR CLEAN [70], ESCAPE [71], SWIFT
PRIME [72], EXTEND-IA [73] va REVASCAT [74]. Céc thtr nghiém nay da
ching minh rang, diéu tri 1dy huyét khéi duong dong mach bang dung cu co
hoc thé hé thir hai trong tic dong mach 16n thudc tuan hoan trude co hiéu qua
cao hon phuong phap diéu tri chuan véi thude tiéu huyét khdi tinh mach don
thuan. Trong phén tich gdp cac thir nghiém nay véi 1287 bénh nhan, ty 18
phuc hdi chirc ning tot (mRS thoi diém 90 ngay tir 0 dén 2) & nhém can thiép
16n hon dang ké so véi nhém déi chimg (46% so véi 27%, OR =2,35, CI
95% 1,85-2,98). Twong tu nhu vay, lay huyét khbi co hoc 1am giam tan tat
dang ké v6i mirc giam tir 1 diém trd 1én trén thang diém Rankin stra doi tai
thoi diém 90 ngay sau can thiép (OR 2,49, CI 95% 1.76-3.53). Khong c6 su

khac biét c6 y nghia giira nhém can thiép 1y huyét khéi va nhoém chung dbi



44

v6i bién chimg chay mau ndo co triéu ching hodc tir vong tai thoi diém 90
ngay [75].
1.5. CAC YEU TO ANH HUONG VA VAI TRO CUA CAC THANG
PIEM TIEN LUQNG KET CUC PIEU TRI TIEU HUYET KHOI

Mic du tai thong som co thé 14 yéu té quan trong nhat cho két cuc phuc
hdi 14m sang tot. Tuy nhién, cac yéu t sau day c6 thé co vai tro tién luong va
da duoc nhiéu nghién ctru dé cap, bao gém: Tudi cao, gidi tinh, diém NIHSS,
dai thao duong, ting huyét ap, vi tri tic mach, nguyén nhan gy nhoi mau...
Gan day, cac thang diém tién luong da duoc chuan thudn ap dung va to ra rat
thich hop trén bénh nhan didu tri tiéu huyét khéi nhu ASPECT [76],
DRAGON [77], ASTRAL[78], HAT[79]...
1.5.1. Cac yéu to anh hwéng dén tién lwong diéu tri tiéu huyét khoi

Mot nghién ctru quan sat 16n & Puc bao gdm 1685 bénh nhan tir 225
trung tdm cho thdy, tudi cao va suy giam ¥ thic lién quan doc 14p véi gia ting
tir vong. Trong mot nghién ctru khac, cac yéu t6 sau ddy gop phan tao két cuc
lam sang thuan loi tai thoi diém 30 ngay sau dung thudc, bao gom: Tudi tir
du6i 85; muc dot quy nhe dén trung binh véi diém NIHSS dudi 10 diém;
Huyét ap trung binh lac nhap vién ¢ muic binh thudng; Chua cd bat thuong
hinh anh trén phim chup cét 16p vi tinh trudc khi dung thude, chang han nhu
x6a mo ranh cudn ndo, tang ty trong dong mach ndo gitrta. Tuong tu,
Demchuk va cong su ciing dua ra nhan dinh nhu trén, nhung c6 b sung thém
hai yéu t6: Tién st dai thao dudng va duong huyét lac vao vién binh thuong
1a nhitg yéu t6 tién lugng doc lap két cuc tot ciia nhdi mau ndo cap sau diéu
tr1 Alteplase [80],[81]. Bén canh d6, thoi gian cua s6 diéu tri, nguyén nhan
huyét khéi tir tim do rung nhi va tic dong mach ndo giita ciing lién quan dén

tién luong [82],[83],[68],[84]. Ngoai ra, mot sé dién bién bat loi nhu tai tic
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mach va nhdi mau tai phat som ciing 1a cac yéu to dan dén két cuc khong t6t
sau diéu tri, mic du khong phod bién.

Tubi: Bénh nhan tir 80 tudi tré 1én van dugc huong loi tir diéu tri tiéu
huyét khéi tinh mach cho d6t quy thiéu mau cuc b, bat chip ty 1é tir vong cao
hon so véi bénh nhan tré tudi. Nguy co xuat huyét nio c6 triéu chimg véi didu
trj Alteplase ciing co thé gia ting d6i v6i bénh nhan 16n tudi, nhung cac bang
ching hién nay con mau thuan. Trong nhom nghién ctiru NINDS, tudi 6 lién
quan dén thiéu sot than kinh, nhung su twong quan nay khong anh huong dén
kha ning dap ung thuan loi ddi véi diéu tri tPA. Theo mot phén tich gdp vao
niam 2012, ti suat chénh cho két cuc tdt tai cudi ky theo ddi 90 ngay twong tu
nhau & ca hai nhom trén va dudi 80 tudi [85]. Tuy nhién, theo cac nghién ctru
trong nude, Nguyén Huy Thing c6 ghi nhan xu hudng dap ung tot hon véi
Alteplase & nhitng bénh nhan tré tu6i hon. Con theo Mai Duy Tén, tu6i dudi
70 1a yéu t6 lién quan dén két cuc c6 loi cho bénh nhan [68],[11].

Gi6i tinh: Cho dén hién nay, cac nghién ctru van chua thé lam 13 liéu
giita hai gii c6 duoc huong loi nhu nhau tir diéu tri tiéu huyét khéi tinh mach
trong dot quy thiéu mau ndo cép tinh hay khong. Phan tich co s¢ dir liéu tir
cac thir nghiém NINDS, ATLANTIS va ECASS 2 cho thiy, diéu tri tiéu
huyét khéi trong cira s6 6 gior ké tir khi bat dau triéu chimg c6 nhiéu kha ning
nir gi¢i huong loi nhiéu hon nam gi¢i. Tong quan hé thdng 16 nghién ciru
quan sat dén nam 2009 khong tim thiy bang ching vé su khac biét loi ich cua
tiéu huyét khoi tinh mach giita hai giéi. Sau khi diéu chinh cac yéu to gy
nhiéu, khong c6 nghién ciru nao ghi nhan sy khac biét dang ké vé gidi doi véi
két cuc sau khi diéu tri [86],[87].

Ting duwdong huyét: Tang duong huyét trude khi tai twdi mau & bénh
nhan nhdi mau nio cip lién quan dén giam kha nang cai thién chirc nang than
kinh, kich thuéc 6 nhdi mau 1én hon, va két cuc 1am sang niang hon vao ba

thang sau diéu tri Alteplase tinh mach. Ngoai ra, ting dudng huyét cip tinh
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dudong nhu 1a mot yéu té nguy co doc 1ap ddi véi su that bai tai tudi mau.
Diéu nay goi ¥ rang, kiém soat duong huyét sém trudc diéu tri co thé cai
thién két cuc 1am sang. Tuy nhién, dén nay van chua c6 bang ching tir thir
nghiém 1am sang dé khang dinh gia thuyét nay [88],[89].

Tién sir dai thao dwong: Tuong tu nhu két luan cia Demchuk, Davar
Nikneshan va c¢ong sy ciing cho ring, bénh nhan c6 tién sir dai thao dudng
mic nhdi mau ndo cip diéu trj bang Alteplase tinh mach c6 tién luong tdi hon
nhirg bénh nhan khong ¢ tién st ndy. Thém vao d6, Masrur Shihab va cong
su ciing dua ra nhan dinh, tién s dai thao dudng va ting dudng huyét luc
nhdp vién 1a hai yéu tb tién lugng bét lgi ddi v&i bénh nhan nhdi mau ndo cép
diéu tri tiéu huyét khéi tinh mach [90],[91].

Tai tic: Thi nghiém NINDS da khoéng nghién ciru mot cach ¢ hé
théng ty 1€ tai tdc mach. Trén thuc té, c6 13% sb bénh nhan suy gidm chirc
ning 1am sang sau khi da c6 cai thién 16 lic ban dau, trong sb nay c6 thé mot
phan khong nho do tai tic [92].

Nhéi méau nio tai phat sém: Mic du dua trén vai truong hop di cong
bd, nhirng dir liéu nay cho thdy suy giam chirc ning than kinh, dic biét trong
vong mdt gid dau, co thé 1a do mot dot quy ndo mdi. Cac ton thuong thiéu
mau cuc b0 tai phat ¢ nhiéu vung cép mau khac nhau trén mot bénh nhan, mot
hoac 2 ban cau va tham chi & mach than cho théy co ché phan ra va ban huyét
khéi tir dong mach chu hodc tir tim [93].

1.5.2. Vai tro ciia cac thang diém tién lwong

Thang diém NIHSS lic vao vién: Tit ca cic nghién ctu 1on quan
trong vé diéu tri tiéu huyét khi trén thé giéi déu sir dung thang diém NIHSS
nhu mot céng cu 14m sang quan trong nham luong gia mirc d6 ning nhe cua
nhdi mau ndo. Theo Wouters va cong su, diém NIHSS ltc vao vién cd y
nghia tién luong doc 1ap ddi véi tién lwong ctia bénh nhan diéu tri tiéu huyét

khdi tinh mach. Demchuk va cong su cling ¢6 ghi nhan tuong tu [94],[81].



47

Thang diém ASPECT: Warwick Pexman va cong sy cho rang, thang
diém ASPECT 1a mot phuong phap danh gia mic do tén thuong som trén
phim chuyp cat 16p vi tinh khong tiém thudc can quang mot cach co hé thong,
nhanh chéng va mang tinh thuc tién cao. Con theo Julian Schroder, thang
diém nay rat hitu ich, d& ap dung, dong thoi 1a cong cu tiéu chuan co gia tri
tién lwgng bénh nhan nhdi mau nio [95],[96]. Tsivgoulis va cong su cho rang,
diém ASPECT cang cao thi tién luong két cuc bénh nhan cang tot [97].

Thang diém DRAGON: DPuoc xay dung boi Strbian va cong su tir
1319 bénh nhan dot quy nhdi mau ndo diéu tri bang thude tiéu huyét khdi
Alteplase duong tinh mach tai bénh vién Helsinki - Phan Lan. Thang diém
DRAGON ¢ tdi da 10 diém dua trén cac théng s6 ca 1am sang, dudng huyét va
hinh anh chup cét 16p vi tinh c6 dwoc tir bénh nhan khi nhap vién dén trude khi
diéu trj (phu luc 5). Két qua nghién ctru thay thang diém DRAGON c6 kha ning
du bao tbt két cuc ctia bénh nhan nhdi méu nio cép sau diéu tri thudc tiéu huyét
khéi tai thoi diém sau 3 thang [77].

Thang diém ASTRAL: Thang diém nay c6 gid tri trong du doan két
cuc 1am sang khong t6t tai thoi diém 3 thang va 12 thang & nhitng bénh nhan
nhéi mau ndo cip sau diéu tri tiéu huyét khdi. Thang diém ciing c6 do tin cay
cao trong du doan két qua khong t6t va ty 1é tir vong ctia bénh nhan nhdi mau
nédo duoc diéu tri tiéu huyét khéi sau 5 nam. Gia tri du doan cua thang diém dua
trén cac thong sd 1am sang, khong cin ctr vao hinh anh cét 16p so néo, trong khi
hinh anh cét 16p so ndo 1a mot trong nhing tiéu chuan dé quyét dinh viéc diéu tri
thudc tiéu huyét khdi (phu luc 6) [98],[99].

Thang diém HAT: Puogc xay dung dé du doan nguy co chiay mau nio &
bénh nhan nhdi mau ndo cdp sau diéu trj tiéu huyét khdi, nd bao gdm cac
thong s6 co dugc trude khi diéu tri Alteplase: Piém NIHSS, muc do giam ti
trong nhu mo ndo trén chup cit 16p vi tinh, mirc dudng mau tinh mach, tién sir

bénh tiéu dudng (phu luc 7) [79].
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Chung t6i dd chon dugc 99 bénh nhin nhdi mau ndo cip c6 day du cac

diéu kién, tiéu chuan nghién ctru dé ra theo cac budc sau day:

2.1.1. Poi twong muc tiéu

La nhirng bénh nhan dot quy nhoi méau ndo cap tinh trong 4,5 gid dau sau
khoi phat triéu chimg dau tién.
2.1.2. Poi twong chon miu

Nghién ctru bao gém cac bénh nhan nhap vién vao khoa Cép cuu, Bénh
vién Bach Mai, duoc chan doan 1a dot quy nhdi mau néo cép tinh, nhap vién
trude thoi diém 4.5 gio sau khi khoi phat cac tridu ching dau tién, du diéu
kién tham gia nghién ctru.

Tat cd cac bénh nhan di tiéu chudn diéu tri tiéu huyét khoi Alteplase noi
chung déu dwoc tién hanh quy trinh diéu tri cdp ciru khan truong trén nguyén
tidc “thoi gian la ndo”. Nhitng truong hop sau khi dd chuan bi du diéu kién
tiém thuéc Alteplase ma thoi gian cira s6 diéu tri (tirc thoi gian tir khi 6 triéu
chitng khéi phat dau tién dén khi tiém thuoc) dwéi 3 gio, thi khéng dwoc phép
tri hodn tiém thuoc. Chi nhitng bénh nhdn ndo vi cdc nguyén nhdn khdch
quan, bat kha khdng dan dén thoi diém tiém thudc roi vao giai doan thoi gian
ctra s6 diéu tri tir 3 dén 4.5 gio va du cdc tiéu chudn diéu tri méi dwoc dua
vao nghién ciru nay.

Céc tiéu chuan lua chon két hop dua vao phac dd chon mau cua nghién clru
NINDS, thudc Vién nghién ciru cac réi loan than kinh va Dot quy ndo Hoa Ki (
NINDS — National Institute of Neurological Disorders and Stroke) cong bd nim

1995, da duoc Hoi Dot quy nao Hoa Ki thong qua va nghién ciru ECASS 3 cia
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T6 chirc Hop tac nghién ciru Dot quy ndo Chau Au (The European Cooperative
Acute Stroke Study - ECASS), cong bd nam 2008 [6],[7].

Nghién ctru nay duoc thuc hi¢n trong thoi gian 3 nadm: Thoi gian thu
dung bénh nhan tir ngay 20 thang 11 nim 2014 dén thang ngay 01 thang 10
niam 2017. Két thic theo ddi vao thang 02 nim 2018.

2.2. PHUONG PHAP NGHIEN CUU

2.2.1. Thiét ké nghién ciru

bay 1a mét nghién ciru mo6 ta: M6 ta mdt loat trudong hop bénh nhan,
theo ddi doc trong qué trinh diéu tri ndi tra va thoi diém sau 3 thang (case
series longitudinal descriptive study). Nghién ctru tién ctru, so sanh trudc va

sau diéu tri, theo ddi doc, khong c6 nhém ddi chimg.

2.2.2. C& miu
Chung t6i 4p dung cong thirc uwdc lwgng mot ty 1& cuia dan sd, voi bién sd
quan tdm chil yéu 13 hdi phuc chirc nang than kinh tai thoi diém ba thang. C&
mau cta nghién ctiru duoc tinh nhu sau:
Z’ 2 p (1-p)
EE

n:

Trong do:
e n la c& mau mong muon toi thiéu.
® Zi.e2= 1,96, 12 30 tin cdy mong muon.

e p =52,4% la ty 1¢ hdi phuc chirc nang than kinh tét ( diém Rankin sira
dbi tir 0 dén 1) trong nghién ctru ECASS 3 tai thoi diém ba thang 1a
(52,4%). Pay 1a nghién ctru co tiéu chuan va ddi tuong twong tu véi

nghién clru nay.
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e d 12 sai s6 cho phép = 0,1

e Thay vao cong thtrc trén, ta co:

en=1,96x1,96x%x0,524x 0,476/ 0,1 x 0,1 =95,8

e Viy ¢& miu tdi thiéu cho dé tai nay la 96 bénh nhan.

2.2.3. Ky thuit chon miu
Chon mau thuén tién.
2.2.4. Tiéu chuan chon miu [6],[7]

4+ Tiéu chuin chon bénh nhan tham gia vao nghién ciu

- Bénh nhan d6t quy nhdi mau ndo nhap vién véi nhiing khiém khuyét
than kinh mic do trung binh dén ning dyua vao thang diém NIHSS.

- Diém NIHSS tir 5 dén 25 diem.

- Thoi gian nhap vién tir 0 dén 4,5 gid sau khi khoi phat.

- Bénh nhan tir 18 tudi trd 1én.

- Chi dua vao nghién ctru nhitng bénh nhén diéu tri trong giai doan thoi
gian tir 3 dén 4,5 gio ké tir khi céc triéu chimg d6t quy ndo khai phat.

- Triéu chung 1am sang biéu hién it nhat 30 phat ma khong c6 ddu hiéu
hdi phuc dang ké trude diéu tri.

- Phim chup cét 16p vi tinh khong ghi nhan tinh trang xuat huyét hoic
hinh anh nhdi mau nao dién rong trén mot phan ba ving chi phdi dong
mach nao gitra.

- Pugc sy dong ¥ ciia bénh nhan hodc ngudi than ctia bénh nhén, ghi
nhan bang viéc ky gidy cam két dong y diéu tri Alteplase.

£ Cac tiéu chuan loai bénh nhan khéi nghién ciru



51

Céc tiéu chuan nay dua vao cac chong chi dinh cua Alteplase d61 voi

bénh nhan nhdi mau néo cép, bao gom:
Bénh nhan dang c6 thai.
Khéng xac dinh duoc chinh xac thoi diém khai phat dot quy ndo.
Piém Rankin sira d6i trudc dot quy ndo trén 1 diém.
% Vé tién sir bénh:
Dot quy ndo hodc chin thuong so nio trong vong ba thang.

Tién sir ¢c6 chay mau nao, chay mau khoang dudi nhén, di dang dong

tinh mach hay c6 phinh mach trong so.
C6 cac bénh 1y than kinh khac nhu u ndo.
C6 can thiép phiu thuat than kinh trong vong 14 ngay.
C6 chay mau duong tiéu hoa trong vong 21 ngay.
C6 chay mau dudng tiét niéu trong vong 21 ngay.
C6 nhdi mau co tim trude d6 trong vong 3 thang.
Cé choc do dich ndo tuy trong vong 7 ngay.
C6 dung thude tiéu huyét huyét khdi trude do 3 ngay.
Cé choc dong mach trude do trong vong 7 ngay.
C6 bénh ua chay mau bam sinh hay mac phai.
< Vé lam sang:

Khiém khuyét than kinh nhe (diém NIHSS dudi 5) hay qua ning (diém
NIHSS trén 25).
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Cé4c triéu ching than kinh cta bénh nhan cai thién nhanh chéng.

Co giat khi khoi phat dot quy ndo va céc triéu chung suy giam chirc

nang than kinh sau do.
Cé biéu hién goi y chay mau dudi nhén.
Viém ndi tdm mac nhiém khuéan hoac viém mang ngoai tim.

HA tam thu trén 185mmHg va, hoac HA tam truong tor 110mmHg tro

1én, khong kiém soat duoc.

Chén thuong cip hodc dang chay mau.
% Vé can lam sang:

S6 luong tiéu cau dudi 100.000/mm?>.

Ty 1€ hematocrit dudi 25%.

Glucose mau dudi 50mg% (2,8mmol/l) hoac trén 400 mg% (22,2

mmol/l)
Hién dang dung thudc trc ché glycoprotein IIb-I11a.
Kéo dai aPTT so vé6i ching ( trén 1,5 14n) hodc dang dung heparin.

Céc tinh trang khac ma trong qua trinh khao sat thdy c6 thé lam ting

nguy co chay méau cho bénh nhan nhéi mau nao cap.

Pang dung thudc chdng dong, bat ké ty 1é binh thudng hoéa Qudc té
(International Normalized Ratio — INR)

Tién str dot quy nhoi mau nio két hop dai thao duong.
% Vé hinh danh hoc ciia phim chup cit I6p vi tinh so ndo:

Cé6 bang chirng cua chay mau.
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C6 bang chiing cua cac dau hiéu nhoi mau sém di¢n rong nhu: Phu ndo
lan téa & ban cau bén bi bénh, c¢6 hiéu ung soan cho, giam dam d6 nhu
mo ndo hodc cd anh hudng trén 33% vung phan bd tudi mau cua dong

mach ndo gitra.

Céc tiéu chuan loai trir néu trén nham chic chén réng, bénh nhan duoc
diéu tri an toan, giam thiéu dén mirc thap nhat cac bién chung va phat
huy tdi da muc dich diéu tri. Bén canh do, céc tiéu chi trén cling nham
tranh nham 13n chan doan giita dot quy nhdi mau ndo cap va cac bénh li
co triéu ching than kinh khu tra twong ty nhu: Li¢t sau con dong kinh,

liét trong dau ddu Migraine, ha dudng huyét. ...

2.3. QUY TRINH NGHIEN CUU

2.3.1. Kham lam sang

Cac bénh nhan nhap vién diéu tri tai khoa Cép cuu - Bénh vién Bach

mai c6 nghi ngd dot quy ndo cip sé dugc danh gia ngay, gdm cic budc nhu

Sau:

7
0‘0

>

D)

V& héi bénh: Thoi gian tdi da 10 phut, xac dinh nhitng ddu hiéu nghi
ngd dot quy ndo, bao gdm:

Dot ngodt co dau hiéu than kinh khu tra: Liét, yéu chi, liét mat, té bi tay,
chén, giam cam giac, dic biét khi xay ra & mot bén co thé.

Dot ngdt co rdi loan vé ngdn ngir, ndi kho, kho hiéu 101 ndi...

Dot ngdt mat thang bang, kho phdi hop dong tac

Dot ngdt 16i loan nhén thirc hodc dau dau, nhin déi. ..

Str dung thang diém Rankin sira doi (mRS) dé danh gia mirc d6 doc 1ap
cua bénh nhan trudc khi bi dot quy, dua vao hoi bénh.

Kham 1am sang: Thoi gian t6i da 10 phat, nham xac dinh du hiéu

than kinh khu tra:
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- Yéu, liét van dong va than kinh so, roi loan cam giac, 16i loan ngon nglr
va 101 noi, rdi loan nhén thuc.

- Panh gia chtc nang sinh ton: Mach, huyét 4p, nhip tim, nhip thd, nhiét
do.

- Panh gia mic d6 ning cia dot quy ndo theo thang diém NIHSS (phu

luc 1).

- Lap may Monitor theo ddi cac chi s6.
% X4c dinh thoi gian x4y ra dot quy nio:

Thoi gian xay ra dot quy ndo 1a thoi diém dau tién xay ra triéu ching
dau tién. Noi cach khac do6 1a thoi diém cudi cing ma bénh nhan duogc biét
van con binh thudng. Mdc thoi gian nay duoc tinh 1a 0. Néu bénh nhan di co
triéu chimg khi thirc day thi thoi diém xay ra dot quy duoc tinh tai moc thoi
gian cudi cung duoc biét 13 binh thuong. Thoi gian xay ra dot quy nhdi mau
ndo rat quan trong nén can chinh xac cao. Vi vy nhiing truong hop khong
xac dinh duoc rd rang chung toi budc phai loai khoi nghién ciu. D6 véi
nhirng truong hop udc tinh thoi gian thi ching t6i dua vao cac mdc thdi gian
khac nhau nhu cudc goi dién thoai (nhat ki cudc goi), mbc gio cac bira an
hodc thoi quen cuia bénh nhan, ngudi chimg kién va gia dinh... Sau khi xé4c
dinh duoc tinh chat dot ngot, yéu td thoi gian va cac khiém khuyét than kinh
khu tr, dong thoi loai trir bénh 1i chan thuong..., nghién ciru vién c6 thé két
luan 1am sang vé& mot truong hop dot quy ndo va lam cac budc tiép theo.

< Hoi tién sir bénh:

Hoi bénh nhan hodc ngudi than trong gia dinh cac van dé stic khoe
trude day, dic biét nhitng bénh tat dién ra tir truéc ma van con kéo dai hodc
lién quan mat thiét dén hién tai nhu: Dot quy ndo, dai thao duong, tang huyét

ap, xo vira dong mach, bénh van tim, suy tim, loan nhip, cac bénh tim mach



55

khac; Ti€p dén, khai thac vé cac van dé tién sir lién quan dén cac tiéu chuan
loai trir nhu dong kinh, ha duong huyét, dau dau Migraine...Sau cung la cac
roi loan lién quan dén chdong chi dinh cia thuoc nhu chan thuong, cac can

thiép lam ting nguy co chay mau, cc bénh vé mau. ..
2.3.2. Can lam sang

% Tién hanh thim do hinh anh hoc nfo, mach nio: Thuc hién trén
nguyén tic cang sém cang tot.

Tién hanh chup cét 16p vi tinh mach mau ndo bing may cit 16p vi tinh
SOMATOM 64 diy dau do cia hing SIEMENS — Puc. Dung thudc can
quang loai khong ion hoéa, biét dugc Xenetic 350mg/ml, tiém thube béng bom
tiém ty dong. Trong mot sd trudng hop cu thé, chung toi tién hanh két hop
chup cong hudng tir so ndo bang may cong hudng tir 1.5 Tesla hiéu Avanto
cua hang SIEMENS — buc, tai khoa Chan doan hinh anh, Bénh vién Bach
Mai. Trong khi cho doi két qua chup hinh anh hoc nao, bénh nhan duogc
chuyén sang phong chup X quang tim phdi thang (khong bt budc), sau do

chuyén ngay vé khoa chuan bi quy trinh tiém thudc.

+ Cac xét nghiém khac
Trudc khi bénh nhan duge dua di chup hinh dnh hoc than kinh, diéu
dudng vién di thiét 1ap dudng truyén tinh mach, 1dy méau dé lam cac xét
nghiém bat budc nhu: Tong phan tich t& bao mau ngoai vi, xét nghiém dong
mau co ban, sinh hdéa mau (ure, creatinin, glucose, GOT, GPT, cholesterol,

LDL, HDL, Triglicerid, Na, K, CL)
2.3.3. Cac chi s0, bién s6 ghi nhan truéc khi diéu tri

- Mach: Tinh theo lan/phit, theo thong sd trén may Monitor theo ddi

hoic bat mach bang tay.
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- Nhiét d6: Do bang nhiét ké thuy ngén, tinh bang don vi do d6 C

- Huyét 4p: Po bang may do huyét ap co tiéu chuan hoic dua trén thong

sO ctia may theo ddi, don vi do bang mmHg.

- Nhip tho: Pém nhip thd hodc dua trén thong s6 ctia Monitor, tinh sd

lan/phit.

- Can nang: Can trong lugng bénh nhan bﬁng can chuyén dung tai chd,
tinh bang don vi kilogram.

- Céc két qua danh gia cac du hiéu, triéu chirng 1am sang than kinh, bao
gdm danh gia theo thang diém NIHSS (phu luc 1).

- Két qua ghi dién tdm dd 12 chuyén dao bang may dién tdim dd Nikon
Kohdem tai khoa Cép cuu — Bénh vién Bach Mai..

- Céc két qua x¢&t nghiém cong thirc mau, chirc ndng gan, than, chic nang
dong mau toan bo (PT, PTT, Fibrinogen, INR), nhom méau tai khoa
Huyét hoc va Sinh hoa, Bénh vién Bach Mai.

- Két qua chup cit 16p vi tinh: Dya vao két luan doc phim va chim diém
ASPECT cua khoa Chén doan hinh anh — Bénh vién Bach Mai: Diém
ASPECT chi 4p dung cho t6n thuong & tuan hoan néo trude. Két qua
duoc coi 1a binh thuong néu khong thay bat ky hinh anh bét thuong nao
trén phim, du c6 lién quan truc tiép dén ton thuong nhdi mau nio cap
hay khong; Két qua bat thuong 14 nhitng trudng hop con lai, bao gom

c¢6 hodc khong c6 ton thuong tién quan truc tiép dén nhdi mau nio cap.
2.3.4. Quy trinh lam sang [6],[7],[9]

> Quy trinh diéu tri tiéu huyét khoi

D)

- Quy trinh diéu tri tiéu huyét khdi dugc thuc hién boi doi ngii Béc si,

diéu dudng vién da qua dao tao chuyén sau vé k¥ thuat nay, 1a nguoi
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dang lam viéc tai khoa Cép ctru, Bénh vién Bach Mai. Nghién ctru sinh
tham gia vao qua trinh diéu tri va theo d5i bénh nhan trong nghién ctru
da duoc dao tao va co chimg nhan vé phuong phéap diéu tri tiéu huyét
khi.

Tat ca cac bénh nhan duoc thu nhan diéu tri tai khoa Cép cuu, Bénh
vién Bach Mai. It nht trong vong 24 gid, bénh nhan dugc theo doi theo

quy trinh diéu tri tiéu huyét khéi Alteplase va may Monitor.

Pit hai duong truyén tinh mach ngoai vi bang kim ludn, ¢d dinh chic

chan dé chuan bi tiém thudc Alteplase.

Pit xong da day va xong bang quang. Khong bat budc thuc hién &
tat ca cac bénh nhan. Chi bat budc ddi vdi nhirng bénh nhéan ¢ roi
loan nuét va rdi loan co tron. Cac truong hop khac dua vao danh gia
cia thdy thudc chuyén khoa dé dua ra quyét dinh cho tung tinh

hubng cu thé.

Liéu thudc Alteplase: 0,6mg /kg can ning, 15% tiém tinh mach trong
vong mot phit, 85% con lai tiém tinh mach lién tuc trong mot gid bang

bom tiém dién dinh liéu.

Theo d&i huyét ap va tinh trang than kinh cach 15 phut mot lan trong 2
gid, cach 30 phat mot 1an trong 6 gid, va cach 60 phat mot 1an trong 16
gio tiép theo.

Huyét ap duoc duy tri dudi 180/105mmHg lién tuc trong 24 gio.

Chi dinh ha huyét ap khi huyét ap tdm thu trén 180mmHg va, hoic
huyét ap tdm trwong trén 105 mmHg bang thudc ha 4p tinh mach
Nicardipin. Liéu dung 5mg/gid, diéu chinh mdi 2,5mg/gio dé dat muc

tiéu diéu tri. Mtrc huyét ap duy tri trong 24 gid trong khoang 140-160/
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80-90 mmHg.
Cic thudc khac va cac ky thuat diéu tri két hop
Trong vong 24 gid tir khi bat dau diéu tri Alteplase:
Khéng dugc dung bat ky mot thude khang dong, chdng két tap tiéu cau
hay thudc tiéu huyét khéi khac.
Khéng choc dong mach, 1ap dudng truyén tinh mach trung tim, dat ong
x0ng bang quang hay dat xong da day nudi an qua miii (gdy nguy co
chay méau). Trong truong hop bat budc, thay thudc chuyén khoa co thé
can nhéc giira loi ich va nguy co cua thu thuét.
Truéce khi diéu tri tidu soi huyét
Tho oxy néu do bao hoa oxy mau dudi 95%, diéu tri ha sét (néu co)
bang acetaminophen.
Khong diéu tri ha huyét ap trir khi bénh nhan c6 nguy co nhdi mau co
tim, hodc khi huyét 4p trén 180/105 mmHg. St dung Nicardipin tiém
tinh mach bang bom tiém dién khi c6 chi dinh diéu tri ha ap, liéu khoi
dau 1a 5 mg/gio, ting hodc giam lidu mdi 1an 2,5 mg /gid trong vong 5
phut. Liéu téi da 15mg/gio.
Trong khi diéu tri tiéu s¢i huyét
Kiém tra huyét ap va danh gia tinh trang than kinh bang thang diém
NIHSS mdi 15 phut.

» Sau khi diéu tri tiéu s¢i huyét

Kiém tra huyét ap cach 15 phat mot 1an trong vong 2 gio dau, cach 30
phat mot 1an trong 6 gid sau d6, va cach 1 gio mot 1an trong 16 gio tiép

theo.
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- Khéng duoc dung thudc chéng déng hay chdng két tap tiéu cau trong

vong 24 gio sau diéu tri.

- Sau 24 gio, khi d4 loai trir tinh trang xuat huyét ndo bang hinh anh hoc
than kinh, bénh nhan s& duoc diéu tri du phong dot quy tai phat bang
thudc chéng déng hodc thude chdng két tap tiéu cau tuy thudc vao co
ché gay bénh. Phac d6 diéu tri du phong dugc ap dung nhu cic bénh

nhan diéu trj tiu chuan théng thuong khac.

- Chuyp cOng huong tir so ndo va cong hudng tir mach mau nado sau 24
gio, danh gia ton thuong nhdi mau ndo va tinh trang tai thong mach
mau. Nhitng trudng hop can thiét hodc c6 chdng chi dinh chup cong

hudng tir thi chup cét 16p vi tinh da diy két hop chup mach.

D)

> Piéu tri chay mau nio sau diéu tri

- Chay méu ndo c6 triéu ching nén dit ra trén bat cir bénh nhan nao c6
nhirng d4u hiéu than kinh thay d6i dot ngdt va xau di, giam muc ¥ thic
so véi trudce, dinh lugng béng thang diém NIHSS tang tur 4 diém tro 1én,
nhirc ddu mdi, budn non va nén, hay dot ngdt tang huyét ap khi diéu tri
tiéu huyét khéi vira duoc thuce hién, nhat 1a trong vong 24 gid sau tiém
thudc.

- V6i nhiing bénh nhan nghi ngd chay mau nio phai ngimg ngay truyén
Alteplase, chup cat 16p vi tinh s ndo khén Cép, dinh nhom mau va lam
phan tng chéo, xét nghiém thoi gian prothrombin, aPTT, tiéu cdu va
fibrinogen.

- Khi chay mau ndo c6 triéu ching duoc xac dinh bang k¥ thuét chup cét
16p vi tinh, can thyc hién ngay cac budc sau:

= Truyén tinh mach 10 don vi Cryoprecipitate nham muc dich lam ting

murc fibrinogen va yéu t6 VIIL



60

= Truyén tinh mach 6 dén 8 don vi tiéu cau.

= Hoi chan véi thay thuéc phiu thuat than kinh dé théng nhat dua ra

quyét dinh xur tri.
2.4. PHUONG PHAP THU THAP SO LIEU

2.4.1. Phuong tién thu thép s liéu
S6 litu dugce thu thap dua vao mau bénh 4n nghién ctru soan san (phu

luc 10).
2.4.2. Céc bién s6 trong nghién ctu
- Tudi (nam).
- G161: Nam, nt.
- Mach (lan/phit).
- Huyét ap (mmHg).
- Nhiét do (d6 C).
- Trong lugng (kg).
- Tang huyét ap (theo tiéu chuan JNC 7) [100].

- Tién st ting huyét ap: Theo T6 chic Y t& Thé giéi (WHO), ting huyét
ap 1a khi bénh nhan dang dugc diéu tri bang thudc ha huyét 4p hodc da ghi
nhan c6 it nhat hai 1an do huyét ap > 140/90 mmHg.

- Dai thao duong: Pai thao dudng duoc chan doan theo tiéu chuan cua
Hiép hoi bénh dai thao duong Hoa Ky [101].

- Hut thudc 14: Theo thang do Framingham, bénh nhan duoc xem 1a ¢
hat thudc 14 khi co hat it nhat mot goéi ndm va c6 hit bat ky diéu thude nao

trong thang qua tinh dén thoi diém nhép vién. Nguoi duge danh gia 1a dang
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hut thude 1a khi dang hut > mot diéu/ngay, hat thude 14 trude day va ngung
hut trong vong dudi 5 ndm. Ngudi khong hut thude khi khong bao gior hit
hodc bo huat thude 14 > 5 nam [102].

- R6i loan lipid mau: Phan chia theo Hi¢p hoi xo vita dong mach Chau

Au (EAS- European Atherosclerosis Society) [103].

- Tién st c¢6 con thiéu mau ndo cuc bd thoang qua hodc dot quy thiéu
méau nio cuc bd trong vong 3 thang gin day: Bénh nhan di timg bi khoi phat
dot ngodt va kéo dai trén 30 gidy voi bt ky mot trong sdu triéu ching than
kinh sau: Mét thi truong, nhin doi, roi loan 101 nodi, yéu hay liét, rdi loan cam

giac...

- Rung nhi: Rung nhi theo thir nghiém Framingham duoc xem nhu 13 yéu
td nguy co doc lap cua dot quy thiéu mau ndo cuc bd. Bénh nhan co tién st
rung nhi khi duoc ghi nhan béi kiém tra strc khoé dinh ky hodc 1an nhap vién

trude do [104].

- Panh gia thang diém dot quy cua Vién stc khoe Hoa Ky (thang diém
NIHSS) luc nhap vién (phu luc 1).

- Chiing t6i chia cac murc huyét 4p theo tiéu chuan ctia INC VII, va chia
cac murc cua cac chi sb lipid mau dé tim mdi lién hé giita timg muc két cuc
lam sang.

- Bénh nhan dugc lam cic xét nghiém thuong quy: Tong phan tich té bao
mau, chirc nang dong mau toan bg, chitc nang gan, than, lipid mau, chup X
quang tim phdi thing... Gia tri binh thudng cia cac xét nghiém nay duoc
danh gia theo don vi chuan cia bénh vién Bach Mai.

2.4.3. Cach thu thap sb liéu

% Ngay thir nhit:



>

D)

62

Céc bénh nhan duoc loai trir chay méu ndo bang chup cét 16p vi tinh.
Nhitng bénh nhan du tiéu chuan duogc nhan vao nghién ctru s€ dugc thu
thap cac thong tin can thiét sau:

Ho tén, tudi, gidi, dia chi, s6 dién thoai lién lac.

Déu hiéu sinh ton: mach, huyét ap.

Thoi diém khéi phat bénh.

Tién sir nhdi mau ndo, con thiéu mau ndo thoang qua va cac bénh 1y noi
khoa khac; Tién st st dung céc loai thude khac.

Cac yéu t6 nguy co: Tang huyét ap, dai thao dudng, réi loan lipid mau,
hit thude 14, uéng ruou...

Kham 1am sang danh gia d6 ning dot quy ndo theo thang diém NIHSS,
cac thang diém tién lugng DRAGON, ASTRAL, HAT (phu luc 5, 6, 7)
va cac khiém khuyét than kinh trudc dot quy ndo bang thang diém
Rankin stra doi (phu luc 2). Panh gia tai thong theo thang diém Mori
stra d6i (phu luc 8)

Thoi gian tir lac khoi phat dén khi vao vién va dén khi duoc diéu tri.
Cac két qua xét nghiém va hinh anh hoc lién quan.

Ngay thir 2: Thu thap thong tin cic két qua sau

Chup cong hudng tir ndo dé danh gia kich thudc 6 nhdi mau, tinh trang
tai thong mach mau, tinh trang nhu mo6, mach mau va co bién ching
xuét huyét ndo hay khong. Chup cit 16p vi tinh va dung mach trén may
cat 16p vi tinh da day néu can, hodc khi co chdng chi dinh chup cong

huong tir.

Danh gia lai tinh trang than kinh theo thang diém NIHSS.
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Kiém tra cic tac dung phu cta thude.

Sau 24 gi0, tat ca cac bénh nhan sau khi da loai trir tinh trang chdy mau
ndo, tuy thudc vao nguyén nhan s& duoc diéu tri duy phong bang thudc
chéng dong hodc thude chdng két tap tiéu cau.

Chay mau nao ¢ tri¢u chung duoc danh gid dua vao cac dinh nghia
cua cac nghién ctu khac nhau nhu: Nghién ciru ECASS 3, ECASS 2,
SITS — MOST, NINDS

Thubc chéng dong c6 cac lwa chon sau day tiy vao timg nguyén nhan
trén ting bénh nhan: Chdéng dong khang vitamin K (Sintrom), cic
thudc chéng déng mai (Pradaxa, Xarelto). Tri hoan dung thudc chdng
d6ng néu nhdi mau ndo dién rong, nguy co bién chimg chay mau cao,
hodc bénh nhéan di c6 bién ching chay mau nio.

Thudc chdng két tap tiéu cAu: Thuong sir dung Aspirin 81mg/ngay, co
thé két hop vé6i Clopidogrel 75mg/ngdy trong mot sb trudng hop nguy
co tai phat rat cao. Co thé st dung mot thude chdng két tap tiéu cau
khac thay thé cho Aspirin trong nhiing truong hop dic biét. Tri hodn
chi dinh néu bénh nhan co bién chimg chay mau nio.

Xét nghiém lai cong thirc mau, dong mau co ban, sinh hdéa mau, va cac
tham do bd sung nhu siéu 4m tim, siéu 4m mach canh, chup X quang

tim phoi néu chua thuc hién trong 24 gio dau.
Ngay thit 7 hodic khi xuét vién

Panh gia lai tinh trang than kinh theo thang diém NIHSS, thang diém
mRS, thang diém két cuc 1am sang Glasgow, thang diém Barthel.

Kiém tra cac tac dung phu cta thude.

Chuyp cit 1ép vi tinh so ndo khi triéu ching 1am sang dién tién xau di,
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hodc nghi ngd xuat huyét nio.

Danh gia mtrc 6 hdi phuc van dong theo thang diém Rankin hiéu chinh.
Néu xuét vién, ké toa thudc du phong tai phat nhdi mau nio.

Tu van vé van dong, phuc hdi chirc nang sau nhdi mau nio.

Ngay thir 90

Danh gid mac do hoi phuc van dong theo thang diém Rankin stra doi,
thang diém NIHSS, thang diém két cuc 1am sang Glasgow, thang diém
Barthel (phu luc 3 va 4).

Kiém tra cac tac dung phu cta thude.

Tu vén str dung thudc du phong dot quy tai phat

. Tiéu chi danh gia

Panh gia hi¢u qua diéu tri
Danh gia mtrc d6 phuc hdi cac chire ning than kinh sau dot quy ndo, tai
cac thoi diém ba thang bang thang diém Rankin hiéu chinh (Phu luc 1)
va thang diém Barthel (phu luc 2).
Thang diém Rankin hi¢u chinh sau ba thang dwoc danh gia theo céac
muc do:

= 0-1: Phuc hoi tét.

2: Boc 1ap hoac tan tat nhe.

3: Tan tat mirc trung binh.

4 - 5: Tan tat nang.
= 6: Tu vong.

Thang diém Barthel tai thoi diém 3 thang duoc danh giad theo muc
diém 100. Diém Barthel tir 95 diém tré 1én duoc coi 1a phuc hoi tot.
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¢ DPanh gia dj an toan

- Dénh gid mc d) an toan thong qua viéc danh gia ty 1€ chay mau ndo tai
thoi diém 24 gid, 36 gio va 72 gid sau diéu tri, chiay mau hé thong va ty
1é tir vong tai thoi diém 3 thang sau dot quy nio.

- Danh gia chay mau néo sau diéu tri: Dua trén danh gia phim cit 16p vi
tinh so nao hodc cong huong tur chup tai thoi diém 24 gio sau diéu tri.
Tinh trang chdy mau nao dugc danh gia theo dinh nghia nhu sau:

=  Chday mau nao c¢ tri€u chung: Khi ghi nhan hinh anh chdy mau nao,
kém theo tinh trang 1am sang xau thém, thang diém NIHSS ting tir 4
diém tro 1én.

* Chay mau nao khong triéu chung: Khi ghi nhan hinh dnh chdy mau
ndo nhung khong kém theo tinh trang 1am sang xau thém, thang diém
NIHSS khong thay d6i hodc ting thém dudi 4 diém.

- Ghi nhan cac tinh trang chay mau hé théng quan trong, duoc dinh nghia
la tinh trang chay mau de doa tinh mang cua bénh nhéan, hemoglobin
giam trén 5g/l, ha huyét ap hé thdng phai dung thudc van mach, can
thiép phau thuat hay phai truyén trén 4 don vi mau.

- Ty 1@ tir vong tai thoi diém ba thang.

- Ghi nhan cac truong hop tir vong do nguyén nhan bat ky tai thoi diém ba

thang sau diéu tri.
% Céc bién cb bét lgi khac
- Nhiém trung dudng ho hap, dudng tiét niéu

- Céc bién cb than kinh mach mau, tim mach nhu: Tai phat dot quy nhoi

mau ndo, chay mau nao, nhéi mau co tim, suy tim...

- Céc bién chig than kinh, tim than, co xuong khép. ..
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2.4.5. Panh gia cac diic diém co ban khac
% Ghi nhin céac yéu té dir liéu c6 thé anh hwéng téi dot quy nio trong
mAu nghién ctru:
- Tién sir y khoa/ phiu thuat.
- Cac yéu té nguy co (hut thube 14, dai thao dudng, udng ruou, st dung
thudc tranh thai chira hormon).
- Thudc dung trong cung thoi gian.
- Tri liéu khong dung thube ap dung trong cung thoi gian.
- Diém Rankin hiéu chinh truéc dot quy ndo va diém NIHSS.
- Huyét 4p tam thu, tAm truong va nhiét d6 hang ngay.
- Dién tam d6.
- Kham toan dién va kham chuyén khoa than kinh.
- Lay méau lam xét nghiém.
- Déu hiéu va triéu chimg lic bat dau nghién ctru ghi chép trong biéu miu
bao cao tac dung phu.
< Panh gia chin doan:
Chén doan hinh anh duoc thyc hién lac bit dau nghién ctru va dugce
chup lai thong thuong 24 gid sau khi str dung thude Alteplase nhdm theo ddi
tinh trang chay mau ndo & cac ddi tugng nghién ctru va dé danh gia kich thude
6 nhdi mau.
<% Panh gia hinh dnh chup cit 16p vi tinh
Tién hanh trén may cit 16p vi tinh so ndo 64 lat cit hiéu Siemens. Panh
gia tai thoi diém bat dau nghién ctru bang phim chup cit 16p vi tinh s& bao
gdém chup co ban va chup mach mau ndo. Chup cit 16p vi tinh co ban s& duoc
st dung dé xac dinh cac ddu hiéu thiéu méau ndo cuc bd sém, cic ton thuong

thiéu mau cii, dong thoi c6 thé loai trir cac ton thwong khac nhu chay mau
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ndo, chay mau dudi nhén.
Chup cit 16p vi tinh mach méau s& dugc sir dung dé danh gia tinh trang

tdc nghén cac mach mau trong so trude khi sir dung thude Alteplase.

<% Panh gia hinh idnh hoc nio 24 gio' bing phim chup cong huéng tir

Viéc danh gia hinh anh bang cong hudng tir dugc thuc hién tai thoi diém
24 gid sau khi sir dung thude. Khao sat bang k¥ thuat chup cong hudng tir bao
gdm cac chudi xung: T1, T2, Gradient Echo (T2*), khuéch tan (DWI), ban d6
ADC, FLAIR va xung mach mau. Chudi xung cong huong tir khuyéch tan s&
duoc st dung dé x4c dinh vung nhdi mau sém véi do nhay va chinh xéc cao.

Cong huong tir mach mau s€ dugc su dung dé xac dinh tinh trang mach
mau. Két qua ciia phuong phap TOF (Time Of Flight) ba chiéu tap trung vio
vung da giac Willis s& dugc str dung dé kiém tra manh mau bi bit tic lién
quan dén vung dong mach nio gitta, ddng mach ndo truéc hay dong mach nio
sau. Bén canh do, két qua cua k¥ thuat FLAIR va T,* s€ dugc su dung dé
danh gia ton thuong ban cip tinh va man tinh, déng thoi dé loai trir xuat huyét
nhu mo, xuit huyét dudi nhén va cac bénh Iy lién quan khac.

K§ thuat chup cong huéng tir mach mau nham danh gia tinh trang tai
tudi mau sau diéu tri. Néu nghi ngd c6 chay mau khi thdy triéu chimg than
kinh x4u di, s& tién hanh chan doan hinh anh ngay lap ttc thay vi chd doi dén
thoi diém 24 gio.
2.5.XU LY VA PHAN TiCH SO LIEU

- Phan tich, xtr 1y s6 liéu thng ké trén phan mém STATA 14.0.

- Théng ké mo ta chung cac bién s6 nghién ciru . Céac bién sd dinh luong
duoc mo ta bang gid tri trung vi, trung binh va do léch chuén — (SD/
standard deviation). Céc bién s6 dinh tinh dugc mo ta bang tan sd va ty

1¢ phan tram (%).
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- Véi cac bién sb dinh tinh: Dung phép kiém y2 (chi square test) hoic
phép kiém chinh xac Fisher (khi tan sé ky vong trong bat ky mot 6 bién

sb dudi 5).

- Véi céac bién sé dinh luong: Dung phép kiém t (c6 so sanh phuong sai)
hodc phép kiém phi tham s Mann-Whitney (khi cac bién sé dinh lugng
khong c6 phan phdi chuan).

- Céc sb liéu dugce trinh bay duéi dang bang, biéu dd.

- Két qua dén s hoc, 1am sang, hinh anh hoc va cac yéu t6 nguy co dugc
biéu thi bang cac bién khac nhau. Cac bién dinh tinh dugc bicu thi bang
ty 1& phan traim. Cac bién dinh luong biéu thi bang sb trung binh + do

léch chuan.

- Nhiing phan tich tién hanh nham so sanh gitra nhom diéu tri va cac két
qua cua nghién ctru NINDS s& duoc thuc hién bang phuong phap chi
binh phuong hay test kiém dinh chinh xac Fisher. Thém vao d6 sé& tinh
khoang tin cay (CI) 95% néu ¢& mau théng ké nho. Gia tri p duoc cho 1a
¢ ¥ nghia khi p nhé hon 0,05.

- Tim mdi lién quan gitra nhiéu bién nghién ctru voi mic d6 hdi phuc hay
ty 1& bién chimg bang phan tich hdi quy don bién ting budc. Nhitng mbi
lién hé nao co y nghia thong ké s& dua vao phan tich hdi quy da bién
(cac yéu td dugc chon khi p nhé hon 0,05, sau d6 dung phwong phép loai
trir dan theo ting diém cit).

2.6. PAO PUC NGHIEN CU'U

- Pay la nghién ctru md ta duogc thiét ké twong thich véi quy trinh diéu
tri chuan, duoc thuc hién thuong quy tai khoa Cép ciru — Bénh vién

Bach Mai nén khong vi pham phac dd diéu trj.
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- Quy trinh diéu tri nay di duoc Bénh vién Bach Mai, B Y té va Hoi
ddng khoa hoc chip thuén.

- Quy trinh nghién ciru khong 1am thay d6i nguyén tic va phac do diéu tri
hién c6 cua noi tién hanh nghién ctu.

- Nghién ctru khong 1am phat sinh bat ki chi phi hay phién ha cho
bénh nhan.

- Bénh nhan va than nhan dugc giai thich vé muc dich nghién ctru, céc

bude tién hanh va ky mau tu nguyén tham gia nghién ctru.

Cac thong tin lién quan dén bénh nhan déu duogc gitr bi mat.

So dd 1: Tom tit quy trinh chon miu nghién ciu

Bénh nhan dat quy ndo cap
trong4.5gio dau

Chup CLVT/CHT

Khong xuat huyét ndo/cé dau hiéu
thiéu mau ndo cuc b6

Kiém tra lai tiéu chu2n lwa chon va loai trir

Alteplase két hop
v&ican thiép lay
huyét khoi

Chican thiép I3y
huyét khai

Chi tiéu huyét khéi
Alteplase don thuan

Diéu tri thuong quy

Duavao mau nghién cru
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Chuong 3
KET QUA NGHIEN CUU

Trong 3 nim, tir thang 11 ndm 2014 dén thang 11 nam 2017, chung toi
da thu nhan vao nghién ctru 99 bénh nhan dugc chan doan dot quy nhdi mau
ndo cap. Nhitng bénh nhan nay c6 du diéu kién sir dung thudc tiéu huyét khoi
Alteplase lidu thap (0,6mg/kg can ning) va tudn tha cac tiéu chuan loai tri.
Nghién ctru chi thu thép s6 liéu cua nhiing bénh nhan dugc diéu tri trong
khoang thoi gian cira so tir 3 dén 4,5 gio tinh tir khi khoi phat triéu chung.
Toan bd nghién ctru dugc tién hanh tai khoa Cép ctru — Bénh vién Bach Mai.

Két qua nghién ctru thu duoc nhu sau:
3.1. LAM SANG VA HINH ANH CHUP CAT LOP VI TINH

3.1.1. Lam sang
3.1.1.1. Tuéi

A

Bi€u d6 3.1: Phan bo tu6i ciia mau nghién ciru
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Nhén xét: Tudi cia nhém bénh nhan nghién ctru tap trung cao nhat & do tudi

tr 55 dén 60 tudi.

Bing 3.1: Phin b6 nhém tudi theo gidi

Nhém tudi Nam Nir Tong sb
n % n % n %
Duéi 50 6 10,34 2 4,88 8 7,53
50 — 65 27 46,55 18 4390 45 45,16
66 — 80 25 4311 21 5122 46 46,24
Téong s6 (99) 58 100 41 100 99 100

Nhan xét:
- Nhoém tudi tir 50 dén 65 chiém ty 1é cao gan twong duong véi nhém
tudi trén 65, dang cha y d6 tudi dudi 55 chiém 7,53%.

- Pang cht ¥ c¢6 8 truong hop (6 nam va 2 nit) dudi 50 tudi, chiém

7,53%.
Bing 3.2: Tuoi trung binh theo gidi
Gioi Trung binh + SD  Trungvi Thip nhit Cao nhit
Nam (58) 64,14 +9.61 62 45 80
Nt (41) 65,71 £9.99 67 34 80
Téng (n =99) 64,79 +9,75 64 34 80

Nhan xét:
- Tubi trung binh la: 64,79 = 9,75 (34 — 80), trong d6, nam gidi cod tudi
trung binh 13 64,14 + 9,61 (45 — 80) va nit gidi co tudi trung binh 1a
65,71 £9,99 (34 — 80).
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- Tudi cao nhat 1a 80 tudi (tiéu chuan toi da trong miu nghién ctiru do6i
voi cua s6 diéu tri mé rong). Pang chu y, nhém tudi tap trung cao tur 55

dén 60 tudi (biéu do 3.1).

3.1.1.2. Gidi tinh

o N

B Nam

Biéu d6 3.2. Phan b ty 1¢ nam va nir

Nhén xét: Trong 99 bénh nhan ctia mau nghién ctru c¢6 58 bénh nhan nam

chiém 58,59%, 41 bénh nhan nit chiém 41,41%. Ty s6 nam: nit 1a 1,41:1.

3.1.1.3. Thoi gian va phén bé thoi gian cira sé diéu tri

< |
>

Frequency
20
1

10
1

180 190 200 210 220 230 240 250 260 270
time (minute)

Biéu dd 3.3: Phan bo thoi gian tir khi khéi phat dot quy dén khi bat dau

dung thudc Alteplase (cira sd diéu tri)
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Bing 3.3: Phéin bé thoi gian cira sé diéu tri

Thoi gian ctra s6 diéu tri S6 truong hop Ty 1€

Tur trén 180 dén 210 phuat 56 56,57

Tt trén 210 dén 245 phut 22 22,22

Tir trén 245 phut dén 270 phat 21 21,21
Nhan xét:

- Thoi gian ctra s6 diéu tri tap trung phan 16n vao khoang tir 3 dén 3,5

gio, chiém 56.57%, trong d6 tap trung cao nhat & khoang dudi 200

phut.

-S4 truong hop diéu tri vao khoang thoi gian cudi cira s6 ¢6 21 truong

hop, chiém 21,21%.

Bing 3.4: Thoi gian diéu tri

N . X Trung Thap Cao
Thoi gian (phut) Trung binh £+ SD vi ht nhit
Tir khoi phat dén
nhap vién 164,16 + 35,04 155 71 245
Tt nhép vién dén
tiém thude 43,61 +15,8 40 20 119
Tu khoi phat dén
tiém thudc 207,87 +26.,5 195 181 270

Nhan xét:

- Phén 16n cac bénh nhan duoc nhép vién sau khi khoi phat twong dbi

mudn, mot nira s bénh nhan trén 155 phut, trung binh 165 phut, thap

nhit 71 phut, cao nhat 1a 245 phut.

- Thoi gian tir khi nhap vién dén khi tiém thudc Alteplase dugc rit ngan
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kha nhiéu so vdi cac nghién ctu trude do, trung binh trong nghién ciru
nay 1a gan 44 phut, thip nhat 20 phut, cao nhat 119 phut.

- Thoi gian tir khi khoi phat triéu chimg dot quy ndo dau tién dén khi dung
Alteplase (cira sd diéu tri) trung binh 13 208 phut (thap nhét 181 dén cao
nhat 270 phut).

3.1.1.4. Phan bé khu viee dia Iy

Bing 3.5: Phén bé khu vwe sinh song ciia bénh nhin nghién ciru

Khu vuc S6 bénh nhan Ty 18 (%)
Ha Noi 74 74,75
Hung Yén 5 5,05
Hai Duong 3 3,03
Hai Phong 1 1,01
Bic Ninh 4 4,04
Ha Nam 5 5,05
Ninh Binh 4 4,04
Thai Binh 3 3.03
Téng 99 100

Nhén xét:

- Phan 16n bénh nhan diéu tri tiéu huyét khéi sinh séng tai khu vuc Ha
Noi, chiém 74,75%.

- Cac truong hop con lai ¢ céc tinh lan can, c6 giao thong thuan loi, dé
tiép can, cach Ha Noi khong qua 100km, thoi gian di chuyén khong qua
2 gid.

- S luong bénh nhan ¢ cac tinh lan can duoc diéu tri co ty 1¢ thép, chiém

25,25%.
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3.1.1.5. Piém NIHSS khi vao vi¢n

Bing 3.6: Diém NIHSS khi vio vién

Trung binh Trung vi | Thap nhat | Cao nhat

Piém NIHSS 11,93 + 4,23 11 6 24

Nhéan xét:
- Piém NIHSS trung binh trudc diéu tri cia nhém bénh nhan trong nghién
cula 11,93 +4,23 diém.
- Piém NIHSS trung vi 11 diém, thap nhat 6 diém va cao nhét 24 diém
3.1.1.6. Huyét ap trung binh

Bing 3.7: Huyét dp trung binh truwéc diung thuoc Alteplase

, Tam thu (mmHg) Tam troeong(mmHg)
Huyét ap trung binh

152,79 +21,73 84,65 +10,10

Nhan xét:
- Huyét ap tAm thu trung binh trong nghién ctru 1 153 + 22,12 mmHg.
- Huyét 4p tAm truong trung binh trong nghién ctu 1a 84,47 + 10,10
mmHg.

3.1.1.7. Céc biéu hién lim sang truwéc khi diéu tri

Bing 3.8: Biéu hién lim sang than kinh co bdn truwéc khi diéu tri

Biéu hién 1am sang thin kinh co béan Tan suat Ty 18 (%)
C6 16i loan ¥ thuc 22 22,22
Y éu/liét nira ngudi 92 92,93
Réi loan cam giac nira ngudi 64 64,65
Li¢t than kinh so 92 92,93
Roi loan ngdn ngit/that ngdn 35 35,35
Noi kho 63 63,64

Mit chil y nira ngudi bén liét 30 30,30
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Nhéan xét:

- Bénh nhan c6 r6i loan y thirc, chiém ty 1& thap (22,22%). Tat ca cac
truong hop trén déu con kha ning thirc tinh (md mat), nhung giam
nhan thirc nhe, biéu hién bang tra 10i cac cau hoi thiéu chinh xéc.

- Yéu/liét ntra ngudi két hop liét mat gip ¢ hau hét cic truong hop
(92,93%).

- No6i kho, rdi loan ngdn ngit va mat chu ¥ ntra ngudi bén liét ciing rat
thudng gap, véi ty 16 1an luot 63,64%, 35,35% va 30,30%.

3.1.1.8. Tién swr bénh va cdc roi loan lién quan

Bdng 3.9: Tién sir bénh va cdc roi logn lién quan dén
dot quy thiéu mau ndo cuc bg

Tién sir bénh Tan suit Ty 18 (%)
Tang huyét ap 78 78,79
Pai thao dudng 19 19,19
Réi loan lipid mau 72 72,73
Xo vira dong mach 60 60,60
Rung nhi 22 22,22
Dot quy ndo 6 6,07
Bénh 1y van tim 6 6,07
Suy tim 8 8.08
Hut thude 14 24 24,24
Khée manh 5 5,05

Nhéan xét:
- Phan 1én cac trudng hop trong nghién ciru déu cé it nhat mot tién su
hodc bénh 1y lién quan dén ting nguy co dot quy nhdi miu ndo. Trong
d6, tang huyét ap, roi loan m& mau, xo vira dong mach chiém ty 1é hang

dau (78,79%, 72,73% va 60,6%).
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Céc yéu t6 nguy co truc tiép dan dén hinh thanh huyét khdi trong budng
tim nhu rung nhi, bénh van tim hodc suy tim ciing chiém ty 1 dang ké,
dic biét rung nhi chiém 22,22% , suy tim 8,08% va bénh van tim chiém
6,07%, 1a cac yéu t6 quan trong va thudng gip nhit trong phan loai
nguyén nhan huyét khéi tir tim.

Pai thao dudng chiém ty 1& kha cao véi 19 truong hop, chiém 19,19%.

3.1.1.9. Cac bénh li tim lién quan

Bing 3.10: Dic diém chinh trén siéu am Dopper tim

Pic diém S6 truong hop Ty 18 (%)
Hep van hai 1a 6 6,06
Suy tim (EF < 55) 8 8,08
Két hop hep van hai 14 va suy tim 4 4,04
Day that trai 77 77,77

Nhéan xét:

Hep van hai 14 va suy tim duoc xép vao nguy co muc trung binh. Tuy
nhién trén thyc t&, cac bénh nhan nay thudng c6 kém theo rung nhi hoic
bénh vé cau triic co tim khac. Vi vay, phan 16n nhitng bénh nhan nay
déu co nguy co cao hinh thanh huyét khdi trong budng tim.

Trong nghién ctru nay, suy tim va hep van hai 14 chiém ty 1& kha thap,
1an luot 12 6,08% va 6,06%.

Céac bénh nhan c6 day that trai thuong lién quan dén ting huyét ap va

khéng duoc xem nhu 13 mot nguy co truc tiép hinh thanh huyét khéi.
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Bing 3.11: Diém trung binh ciia cdc thang diém tién lwong
Thang diém Trung binh = SD | Trung vi | Thap nhat | Cao nhat
HAT 1,24 + 1,07 1 0 4
DRAGON 4,68 + 1,68 5 2 9
ASTRAL 25,83 £5,45 25 15 40

Nhan xét: Nhom bénh nhan trong nghién ctru c6 muc do nang phan 16n &

muc trung binh.

Bing 3.12: Phén bé diém ciia cdc thang diém tién lwong

Piém DRAGON S6 truong hop Ty 18 (%)
0dén2 12 12,12
3 12 12,12
4 24 24,24
5 19 19,19
6 19 19,19
7 7 7,07
8 5 5,06
9 d¢én 10 1 1,01
Piém ASTRAL
Dudi 20 10 10,10
Tir 20 dén 24 37 37,38
Tir 25 #n 29 29 29,29
Tir 30 dén 34 16 16,16
Tir 35 dén 39 6 6,06
Tir 40 tr& 1én 1 1,01
Piém HAT
0 27 2727
1 38 38,38
2 20 20,20
3 11 11,11
4 3 3,03
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Nhéan xét:

Mirc diém DRAGON tap trung cao trong khoang tir 4 dén 6 diém.

Mtrc diém ASTRAL tép trung cao trong khoang tir 20 dén 30 diém.

Murc diém HAT tip trung cao trong khoang tir 0 dén 2 diém.

Mitc d6 phan bd trén cho thay nhém bénh nhan nghién ctru c6 muic do
d6t quy trung binh chiém uu thé rd rét. Piém cang cao xu hudng tién

luong tét cang giam rd.

3.1.1.11. Pic diém huyét hoc, dong mdu va sinh héa trude diéu tri

Bing 3.13: Pic diém huyét hoc va dong mdu

Két qua xét nghiém Trung binh £ SD
Hong cau 4,32+ 0,41
Hematocrite 0,39 +0,04
Tiéu cau 238 + 87,64
INR 1,03+0,11
Thoi gian Prothrombine 92,63 £ 14,45
Fibrinogen 3,51 +£0,98

Nhéan xét:

Phan 16n bénh nhén trong nghién ctru ¢ két qua xét nghiém huyét hoc
va déng méau co ban trong gii han binh thuong. Mot sb trudng hop cod
bién loan nhe nhung khéng roi vao cac chéng chi dinh dung thudc
Alteplase.

Cac truong hop dang dung thudc chong déng déu bi loai khoi nghién
ctru bat ké gia tri INR c6 binh thuong hay khong.
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Bing 3.14: Dic diém sinh héa trude diéu tri

Pic diém Trung binh £ SD Thap nhat Cao nhat
Duong mau 7,5 +2,37 3,9 16,8
HbA1C 5,68+1,2 4,50 10,70
Cholesterol 5,66 + 1,81 2,71 8,95
LDL 3,34 £0,92 1,24 5,36
HDL 1,54 +£0,93 0,40 3,10
Trigliceride 2,62 +1,35 0,68 7,77

Nhéan xét:

- Muc duong mau trung binh 1a 7,5 + 2,37 mmol/L, cao hon ngudng gidi
han binh thuong, c¢6 thé do hién tuong phan tng ting dudng mau sau dot
quy nao.

- Céc thong sb trung binh khac nam trong gi6i han gié tri binh thuong.

3.1.2. Hinh anh chup cit 16p vi tinh
3.1.2.1. Pic diém ton thwong sém trén phim chup cdt l6p vi tinh

Bing 3.15: Cdc ddu hiéu ton thwong sém trén phim chup cdt I6p vi tinh

Dau hiéu ton thwong sém S6 trwong hop TV 18 %

DAu hiéu x6a ranh v6 nio 16 16,16
Vung giam dam do dudi vo 54 54,55
X6a ving chat xam chat trang 40 40,40
Xoa dai bang thuy dao 28 28,28
Tang ty trong dong mach nao gitta doan M1 18 18,18
Tang ty trong dong mach ndo gitta doan M2 22 22,22
Hinh anh so nao binh thudng 28 28,28

Hinh anh so ndo c6 bat thuong 71 71,72
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Nhéan xét:

- Phan 16n cac truong hop co it nhat mot dau hiéu bat thuong som trén
phim chup cit 16p vi tinh so ndo, chi c6 28,28% chua thay bat thuong.

- Céc diu hiéu thiéu mau cuc bd sém dudi vo nhu giam dam do dudi vo va
x6a ving chat xam chat trang kha thudng gip vai ty 16 55,55% va 40,4%.

- Céc dau hiéu dic trung cia tic dong mach ndo giira nhu ting ty trong
dong mach ndo gitta doan M1 (hyperdense MCA sign) va tang ty trong
d6ng mach ndo giita doan M2 (dot sign) 1an luot gip & 22,22% va
18,18%.

3.1.2.2. Piém ASPECT trén phim chup cdit Iép vi tinh

Bing 3.16: Diém ASPECT trén phim chup cit l6p vi tinh
Pi¢m ASPECT

Trung binh + SD 8.6 £1.11 Ty 18 (%)
Trung vi 9(7-10)
ASPECT = 10 17 26,98
ASPECT =9 15 23.81
ASPECT =8 18 28.57
ASPECT =7 13 20,64
Tong s6 truong hop 63 100,00

Nhan xét:

- Chiing t6i chi chdm diém ASPECT & 63 truong hop c6 tic dong mach
néo giira theo hudng dan hién hanh, nghién ctru nay ciing khong ap dung
diém ASPECT cho ton thuong tudn hoan sau.

- DPiém ASPECT trung binh 1a 8,6 + 1,11 diém, thép nhit 7 diém, trung vi
9 diém va cao nhat 10 diém. Phan b6 diém ASPECT trai twong d6i dong

déu & cac murc diem.
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- Khéng c6 truong hop nao dudi 7 diém do di bi loai khoi mau nghién
ctru vi nguy co xuét huyét nio cao.

3.1.2.3. Vi tri tiic mach

Bing 3.17: Vi tri tic mach

, SO trwomg Ty 1é
Vi tri tac mach

hop (%0)
Téc dong mach nao gitra doan M1 25 25.25
Téc dong mach nao gitra doan M2 34 34,34
Tac két hop M1 va M2 2 2,02
Téc dong mach canh trong doan trong so va M1 2 2,02
Téc dong mach canh trong doan trong so 2 2,02
Téc dong mach nao trudce 3 3,03
Téc dong mach nao sau 2 2,02
Tac dong mach than nén 1 1.01
Téc dong mach nho 28 28,28
Téng 99 100

Nhan xét:

- Téc dong mach ndo gitra ludén chiém ty 1& cao nhit trong dot quy nhoi
mau nao cép. Trong nhién ctu nay, ty I¢ tac dong mach ndo gifta doan
M1 don thuan 1a 25,25%, tiép dén 13 tic M2 don thuan, chiém ty 18 cao
nhat (34,34%).

- Téc dong mach nho ciing chiém ty 18 cao (28,28%).

- Téc dong mach than nén rat it gip, trong mau nghién ctru nay chi gip 1
truong hop, chiém 1,01%. Tac dong mach ndo sau va ndo trude ciing it

gip, chi chiém tir 2% dén 3%.
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3.1.2.4. Xo vita dong mach trong va ngoai sg

Bdng 3.18: Xo vira dong mach trong va ngoai so

Vi tri xo vira mach Tan sb Ty 1€ (%)

Xo vita dong mach canh trong 19 20.43
Xo vita dong mach than nén 5 5.38
Xo vita dong mach nao gifra 23 24.73
Xo vira dong mach nao trudc 8 8.6

Xo vira dong mach nao sau 11 11.83
Xo vita dong mach ddt séng 20 21.51
Xo vira dong mach doan ngoai so 49 52.69
C6 xo vita ddng mach bat ky 60 64.52

Nhan xét:

- Yéu t6 nguy co thudng gip trong nhdéi mau ndo 1a xo vita dong mach

trong va ngoai so. Nghién ctru ndy cho thiy, ty 1é xo vira dong mach bat

ky chiém dén 64,52%, xo vita doan ngoai so chiém 52,69%. Tuy nhién,

cac mang xo vira cO vai tro quan trong va hay gap nhat thuong nam &

dong mach canh trong va dong mach nao gitra.

- Ty 18 xo vita dong mach ndo giita kha cao, chiém 24,73%, tiép dén la

dong mach canh trong.

- Dong mach dot song la vi tri cling rat dé bat gap c6 mang xo vira, chiém

21,51%.
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3.1.2.5. Mirc dp hep dong mach canh doan ngoai so

Bdng 3.19: Muvrc do hep dong mach canh ngoai so

Mikc d ton thwong S6 truong hop Ty 18 (%)
Téc hoan toan dong mach canh 6 6,06
Hep dong mach canh tir 70% dén 99% 3 3,03
Hep dong mach canh tir 50% dén 69% 2 2,02
Hep dong mach canh tir dudi 50% 5 5,05
Hep khong dang ké hodc binh thuong 83 83,84
Téng (n) 99 100
Nhan xét:

- Mic do tén thuong tac hodc hep dong mach canh doan ngoai so la mdt
tiéu chi rat quan trong trong xac dinh nguyén nhan nhdi mau ndo. Chi
nhitng truong hgp hep dong mach canh do xo vira tr 50% long mach tré
1én m&i1 dugce coi nhu 1a nguyén nhan theo phan loai TOAST.

- Nghién ciru nay cho thay ty 1& hep c6 ¥ nghia, tirc trén 50%, chiém ty 1¢
tuong d6i thap, chi 10 truong hop (10,10%), trong d6 tic hoan toan
chiém 6,06%, hep ning 3,03% va hep vira chiém 2,02%.
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3.1.3. Phan loai nguyén nhin nhoi mau nio

3.1.3.1. Phén logi nguyén nhéin nhoi mdu néo theo phin logi TOAST

Bing 3.20: Phén loai nguyén nhan nhéi mdu néo theo TOAST

Nguyén nhan S6 truwong hop Ty 1€ (%)
Bénh mach mau l6n 36 36,37
Bénh mach nho 28 28,28
Huyét khoi tir tim 22 22,22
Nguyén nhan khong xac dinh 13 13,13
Nguyén nhan khac (it gdp) 0 0,00
Téng (n) 99 100
Nhan xét:

Phan loai nguyén nhan nhdi mau ndo theo phan loai TOAST rat c6 y
nghia trong Iya chon diéu tri, dic biét 1a diéu tri du phong (chéng két tap
tiéu cau hay chdng dong). Tuy nhién phan loai nay khong néu bat dugc
muc dd va dinh khu cua ton thuong.

Nghién ctru nay cho thiy, bénh mach mau 1én chiém wu thé véi ty 18
mic 1én dén 36,37%.

Bénh mach méau nho chiém 28,28%

Huyét khéi tir tim chiém 22,22%.

Nguyén nhan khong xac dinh chiém ty 1 nho vai 13,13%.

Khong c¢6 truong hop nao ¢6 nguyén nhan it gap.
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3.1.3.2. Phén logi nhéi mdu néo theo phén logi Oxford

Bing 3.21: Phén loai djt quy, thiéu mdu nao cuc by Oxford

Phéan loai Oxford (Bamford) S6 trwong hop T 18 (%)
Nh6i mau ndo tuan hoan trudc toan bo 5 5,05
Hoi chitng tuan hoan trudc cuc bo 57 57,58
Hoi chitng tuan hoan sau 9 9,09
Hoi chung 6 khuyét 28 28,28
Téng (n) 99 100

Nhan xét:

- Phan loai Oxford la phéan loai vé vi tri tic mach va muc do ton thuong
ctia nhdi mau ndo, khong dé cip dén nguyén nhan (trir hoi ching 6
khuyét). Vi vdy, phéan loai ndy c6 y nghia tién luong.

- Nhdi mau dién rong trong nghién ctru ndy chiém 5.05%.

- Tylé tdc mach tudn hoan trude cuc bd chiém cao nhit véi 57,58%.

- Hoi chimg 6 khuyét chiém 28,28%.

- Hoi chimg tuan hoan sau it gip, chiém 9,09%.
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3.2. KET QUA PIEU TRI

3.2.1. Két qua diéu tri trong qua trinh nam vién

3.2.1.1. Thay déi diém NIHSS

Bing 3.22: Thay doi diém NIHSS sau tiém Alteplase

Piém NIHSS Trung binh Trung vi
Trude tiém Alteplase 11,93 £4,23 11
Sau tiém 1 gio 8,38+ 5,11 7
Sau tiém 24 gio 7,64 £ 5,69 7
Khi xuat vién 721 +5,32 7
Nhén xét:

- Piém NIHSS trung binh sau tiém Alteplase 24 gid giam trén 4 diém va
c6 y nghia thng ké, v6i p nho hon 0,05.

- Tuy nhién, diém NIHSS tir thoi diém sau tiém 1 gio cho dén 24 gio giam
khong dang ké (trung binh khoang 1 diém).

- Khi xudt vién, diém NINDS tiép tuc giam thém trung binh gan 0,5 diém.

Bing 3.23: Thay doi mirc diém NIHSS sau tiém Alteplase 24 gio

Thay d6i NIHSS 24 gio S6 truong hop TV 18 (%)
NIHSS giam tir 4 diém trg 1én 58 58,59
NIHSS tang tir 4 diém tré 1én 3 3,03
NIHSS ting hoic giam dudi 4 diém 38 38,38
Téng (n) 99 100

Nhan xét:
- Piém NIHSS giam tir 4 diém trd 1én cho thdy 1am sang cai thién c6 ¥

nghia. Pay 1a chi dau cho thdy bénh nhan c6 dap tng tot voi diéu tri.
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Nhiing truong hop nay thudng co tai thong mot phan hodc hoan toan. Ty
1€ nay trong nghién ctru cia chung to6i la 58,59%.

- Diém NIHSS tang tir 4 diém trd 1én cho thiy 1am sang xau di c6 ¥ nghia.
Nhitng trudong hop nay thudng khong cé tai thong va nhdi mau tién trién
thém hodc c6 thé xay ra bién chimg xuit huyét nio c6 triéu chung.
Nghién ctru cho thy ¢6 3 truong hop, chiém 3,03%. Piém NIHSS ting
hodc giam dudi 4 diém co6 38 truong hop, chiém 38,38%.

3.2.1.2. Thay doi huyét dap

Bing 3.24: Thay doi huyét dp trung binh sau tiém Alteplase

Huyét ap trung binh Tam thu Tam truong
Trude tiém 152,8 +£21,73 84,6 + 10,1
Sau tiém 1 gio 141,4 £24,6 82,6 £12,5
Sau tiém 24 gio 140,2 +£25,5 79,4 £ 14,3
Nhéan xét:

- Khong c6 sy thay doi huyét ap dang ké giira cac thoi diém trudc va sau
tiém thudc Alteplase, v6i p 16n hon 0.05.

3.2.1.3. Céc thay déi vé cong thive mdu va dong mdu sau diéu tri

Bing 3.25: Thay doi chi so xét nghigm trudc va sau diéu tri 24 gio

Thanh phin mau Truwdc tiem Sau tiém 24 gio
Hong cau 4,32 +0,41 436 + 0,45
Hematocrite 0,39+ 0,04 0,41 +0,06
Tiéu cau 238 + 87,64 232 £ 90,25
Thoi gian Prothrombine 92,63 £ 14,45 90,88 £ 15,64
Fibrinogene 3,51 +£0,98 3,43+0,99

INR 1,03+0,11 1,01 £0,12
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Nhéan xét:
- Thudc tiéu huyét khdi Alteplase di chirng minh duoc tinh an toan va rat
it gy ra cac bién loan vé huyét hoc.
- Trong nghién ctru cua chung toi, khong cé thay d6i nao dang ké vé
cac thanh phan té bao mau ciing nhu thanh phan déng mau co ban,
vo1 p 16n hon 0.05.
3.2.1.4. Tdi thong mach mdu sau diéu tri Alteplase theo phin dp MORI

Bang 3.26: Ty I¢ tdai thong mach mau theo phdn d¢ Mori trén phim chup
cong hwong tuwr (MRI) mach hodc chup mach
cdt Iép vi tinh da day (MSCT)

Piém Mori S6 truwong hop Ty 1€ (%)
Grade 0 35 49,30
Grade 1 8 11,27
Grade 2 9 12,67
Grade 3 19 26,76
Téng s6 (n) 71 100,00
Nhan xét:

- Trong tong sd 99 bénh nhan tham gia nghién ctru ¢6 71 truong hop tic
mach 16n. Theo phan do Mori, tinh trang tai thong sau dung thude duoc
danh gia sau 24 gio, v6i 4 mac do tir khong co tai thong (Grade 0) dén
tai thong hoan toan (Grade 3).

- Ty 1&¢ khong tai thong (van tic hoan toan) trong nghién ctru chiém
49,3%, tai thong t6i thiéu 11,27%, tai thong mirc trung binh 1 12,67%
va tai thong hoan toan 1a 26,76%.
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3.2.2. Két cuc lAm sang

3.2.2.1. Két cuc lam sang tgi thoi diém 3 thdng sau dt quy,

Bing 3.27: Két cuc lim sang theo thang diém ddnh gid tan tit
Rankin siva doi (mRS) tai thoi diém 3 thang

Piém Rankin sira d6i (mRS) S6 truwong hop Ty 18 (%)
mRS tir 0 dén 1 52 52,53
mRS tir 2 dén 3 31 31,31
mRS tir 4 dén 5 8 8,08
mRS bang 6 (tir vong) 8 8,08
Téng (n) 99 100,00
Nhan xét:

Ty 1€ bénh nhan phuc hdi tdt, cac hoat dong hang ngay ddoc 1ap hoan

toan (mRS tir 0 dén 1) dat 52,53%.

Muc tan tat trung binh (mRS tur 2 dén 3), tirc phai phu thudc mot phﬁn

vao nguoi cham séc, chiém 31,31%.

S6 bénh nhan phai phu thudc hoan toan vao ngudi cham séc, phuc vu tai

giwdng co 8 truong hop, chiém 8,08%.

Sb bénh nhén tir vong trong vong 3 thang, da sb trong 10 ngay dau, co 8

truong hop, chiém 8,08%.

3.2.2.2. Két cuc phuc hdi 1am sang tét theo mdt sé thang diém

Bing 3.28: Két cuc phuc hoi lim sang tot theo mot sé thang diém tai

thoi diém 3 thang

Cic thang diém S6 truwong hop Ty 1€ (%)
Barthel Index (BI) > 95 53 53,54
GOS=1 48 48,48

GOS: Glasgow Outcome Scale (thang diém két cuc Glasgow)
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Nhéan xét:

SO bénh nhan doc 1ap chirc nang, tlc s6 diém dua trén thang diém
Barthel tir 95 tro 1én tai thoi diém 3 13 53 trudng hop, chiém 53,54%.
Theo thang diém danh gia két cyc 1am sang Glasgow, s6 bénh nhan dat
mirc doc 1ap chirc ning 13 48 trudng hop, chiém 48,48% tai thoi diém 3
thang.

Trén cac thang diém khac nhau, két cuc doc 1ap chirc ning twrong dong.

3.2.2.3. So sanh két cuc phuc hoi lim sang 6 cdc phén nhém

Khéng tdc ddng mach
nao gitra

m
p>0.05
- 61.67% l

J

Tac ddng mach ndo
gitra

0 20 40 60
®mMRStr0dén1 = MRSt 2dén6

Biéu dd 3.4: So sanh mirc @9 phuc hdi tot & nhém cé tic va khong cé tic

dong mach nao gitra

Nhan xét:

Trong nhom bénh nhan tic dong mach nio giita, ty 1& phuc hdi tét (mRS
tir 0 dén 1) dat 38,33%.

Trong nhom khong tic dong mach nao giira, ty 1¢ phuc hoi tot (mRS tir 0
dén 1) dat 74,36%%.

Su khac biét nay kha rd nhung van chua di y nghia , véi p 16n hon 0.05.
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Biéu dd 3.5: So sanh mirc dd phuc hdi tdt & cic nhém nguyén nhan tai

thoi diém 3 thang

Nhén xét:

Nhém nguyén nhan mach mau nhé c6 ty 1 phuc hoi tot (mRS tir 0 dén
1) cao nhét véi 82,75%.

Nhom nguyén nhan khéng xéac dinh dat phuc hoi 1am sang tot 75%.
Nhom nguyén nhan xo vita mach mau 16n ¢6 50% phuc hoi tot.

Nhom nguyén nhan huyét khéi tir tim c6 ty 1& phuc hoi tot kha théap,
31,81%.
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3.2.3. Cac bién c6 bat lgi

3.2.3.1. Bién chirng chdy mdu ndo trong qud trinh nam vién

Bing 3.29: Ty I bién chirng chdy mdu ndo trong qud trinh nam viégn

Bién chirng chiay mau nio Tansuat Ty 1& (%)

Téng s6 chay mau (c6 va khong triéu chimg) 15 15,15
Chay mau nao c6 triéu chung

Theo dinh nghia cua nghién cuu ECASS 3 3 3,03
Theo dinh nghia cua nghién curu ECASS 2 4 4,04
Theo nghién cuu SITS - MOST 2 2,02
Theo dinh nghia cua nghién cuu NINDS 5 5,05

Nhéan xét:

- Chay mau ndo bat ky bao gom tat ca cac truong hop chay mau quan sat
dugc trén phim chyp cat 16p vi tinh trong qué trinh nam vién. Trong
nghién ctru cia chung t61, ty 1€ nay 1a 15,15%

- Chay mau ndo c6 triéu chung theo bat ky dinh nghia nao néu trén déu ¢
mirc chdp nhan dugc khi so véi cac nghién ciru trude ddy (dudi 6%).

- Theo dinh nghia cua nghién ciru ECASS 3, ty I¢ chdy mau nao c¢o tri¢u
chirng cua nghién ctru nay 1a 3,03%.

- Theo dinh nghia cua nghién ctru NINDS, ty 1€ chdy mau ndo cé tricu

ching 1a 5,05%.

Bing 3.30: Thé bién chirng chuyén dang chdy mdu nio

Thé chay mau S6 truong hop TV 18(%)
Chuyén dang chay mau HI 1 10 10,10
Chuyén dang chay mau HI 2 2 2,02
Chay méau nhu mé nao dang PH 1 1 1,01
Chay méau nhu mé nao dang PH 2 2 2,02

Khong chay mau 84 84,85
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Nhéan xét:
- Phan 16n cic bénh nhan c6 chay méau ndo trong nghién ctu (10/15
truong hop) véi tinh chat khong dong nhat va khong c6 hiéu tng khbi
(HI 1) nén hau nhu khéng c6 triéu ching 14m sang ning 1én, trir khi chay
mau dong nhat, c6 dé day do phu ndo (HI 1 va HI 2 c6 3/15 sb truong
hop).
3.2.3.2. Céc bién cé bit lgi khdc

Bing 3.31: Cdc bién co bit lpi nghiém trong khdc

Céc bién cb S6 trwong hop Ty 1€ (%)
Than kinh mach mau
Phui ndo ¢6 triéu chung 5 5,05
Téi tic mach 3 3,03
Tim mach
Nhéi mau co tim 1 1,01
Suy tim cip 1 1,01
Nhiém trung
Viém phoi 1 1,01
Viém duong ni€éu 1 1,01
Chay mau
Dudi da va niém mac 2 2,02
Bang quang va ni¢u dao 2 2,02
Chay mau hé théng 0 0,00
D1 Uimg Alteplase 0 0,00

Nhén xét:
- Phu ndo c6 triéu chimg trong nghién ctru c6 5 trudng hop, chiém 5,05%.
Nhitng truong hop nay do tic dong mach ndo giita don thuan hoic két

hop tic dong mach canh trong nhung khong dugc tai thong. Chay mau



nao co tri¢u ching cling 1a nguyén nhan gy phu ndo.
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- C6 3 trudng hop tai tic mach nhung khong dan dén tir vong, chiém

3,03%.

- Co6 1 truong hgp nhd1 mau co tim, suy tim cap trén nén suy tim man

tinh, chiém 1,01%. Cac bién c6 khac chiém ty 1é thap va khong nghiém

trong. Khong c6 bénh nhan nao qua man voi Alteplase.

3.3. TIEN LUQONG KHA NANG PHUC HOI TAI THOI PIEM BA

THANG

3.3.1. Phan tich don bién cac yéu td c6 thé lién quan dén két cuc 3 thang

Chung t6i dua cac yéu t6 c6 thé lién quan dén tién lwong két cuc 1am

sang sau 3 thang vao bang phan tich don bién dé tim ty xuit chénh (OR) va

gia tri p. Nhimng bién s6 so sanh co6 gia tri p nho hon 0,05 duoc coi 14 ¢6 lién

quan dén tién lugng va s& tiép tuc dua vao phan tich da bién dé tim yéu t6 tién

luong doc 1ap.

3.3.1.1. Yéu to tuoi va gici

Bing 3.32: Lién quan giita tudi va gidi dén két cuc 3 thang

Piém Rankin sitra doi

Yéu t6 OR p
<1,n(%) | >1,n (%)
Nam 31(59,62) | 27 (57,45)
Gioi 1,09 0,827
N 21 (40,38) | 20 (42,55)
<50 5(9,62 3 (6,38
6.2 (6.3%) 1,56 0,558
> 50 47 (90,38) | 44 (93,62)
, <60 17 (32,69) | 11 (23,40)
Tudi 1,58 0,307
> 60 35(67,31) | 36(76,60)
<70 34 (65,38) | 29 (61,70)
1,17 0,704
> 70 18 (34,62) | 18(38,30)
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Nhan xét: Phan tich don bién moi lién quan gitra tudi, gioi va két cuc 1am

sang sau 3 thang cho thay:

- Nam c6 ty 1& phuc hdi tot cao hon nir nhung su khac biét khong cé y

nghia thong ké, voi p = 0,827.

- Tuong tu nhu vy, & cic phan nhom tudi khong thiy su khac biét vé ty

1¢ phuc hdi t6t du mirc ¥ nghia théng ké, voi p 16n hon 0.05

3.3.1.2. Lién quan giita yéu t6 diém NIHSS, thoi gian cira sé diéu tri va két

cuc lim sang tai thoi diém 3 thing

Bing 3.33: Lién quan giiva diém NIHSS va thoi gian diéu tri

dén két cuc lim sang 3 thdng

., Piém Rankin sira doi
Yéu to OR p
<1,n(%) | >1,n(%)
7 <16 48 (92,31) | 32 (68,09)
Piém 563 | 0,004
>16 4(7,69) | 15(31,91)
NIHSS lic
| <20 51(98,08) | 38(80,85)
Va0 vién 12,08 | 0,021
>20 1(1,92) | 9(19,15)
<210 phat | 31(59,62) | 25 (53,19)
Thot gian 1,3 0,520
BN TS 010 phat | 21 (40,38) | 22 (46,81)
clra s ditw | i phat | 39 (75,00) | 39 (83.98)
trj 1,625 | 0,335
>240 phut | 13 (25,00) | 8(17,02)

Nhan xét:

- Sau khi 1am cac phép kiém dinh vé6i tirng mirc diém tir thip dén cao,
chung t6i nhan thiy cac mbc diém 16 va 20 danh dau sy lién quan dén
két cuc 1am sang, v&i p nho hon 0.05.

- Dbi v6i ctra s6 thoi gian didu tri, khong thdy su khac biét két cuc 1am



sang tai thoi diém 3 thang theo dbi, v6i p 16n hon 0.05.
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3.3.1.3. Lién quan giita tién sir bénh va két cuc lam sang 3 thdng

Bing 3.34: Lién quan giita tién siv bénh va két cuc lam sang 3 thdng

. Pi¢m Rankin sira doi
Tién st OR p

<Ln(%) | >1,n(%)
Pai thao Khong 51(98,08) | 28(59,57)

‘ 34,61 | 0,001
duong Co 1(1,92) | 19 (40,43)
Tan Khéng 9(17,31) | 6(12,77)

) % 1,43 | 0,530
huyét ap Cé 43 (82,69) | 41(87,23)
Khéng 45 (86,54) | 32 (68,09)

Rung nhi 3,01 0,031
Co 7(13,46) | 15(31,91)
R6i loan Khong 9(17,65) | 12(25,53)

o 1,6 | 0,344
lipid mau Cé 42 (82,35) | 35(74,47)

Nhéan xét:

- Chi 1 bénh nhan trong sb 20 trudng hop co tién sir dai thao dudng dat
mirc phuc hoi tot. Trong khi d6, c6 51 trudng hop trong sd 79 bénh nhan
khéng c6 tién sir dai thao duong dat mirc phuc hdi tét. Su khac biét nay
¢ y nghia thng ké, v6i ty xuat chénh OR = 34,61, p = 0,001.

- Bénh nhéan rung nhi ¢6 ty 1¢ két cuc khong tot cao hon so véi nhom
khéng c6 rung nhi. Sy khac biét nay cd ¥ nghia théng ké véi ty xuat
chénh OR =3,01, p=0,031.
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3.3.1.4. Lién quan giita chin dodn phén loai va két cuc lam sang 3 thing

Bang 3.35: Lién quan giira chén dodn phan logi va
két cuc lam sang 3 thang
. ) A ) Piém Rankin
Chan doan phan loai <Ln(%) | >1n(%) OR p
£ da Khong 29 (55,77) | 10(21,28)
Tac dong 4,67 | 0,001
mach ndo gitra Cé 23 (44,23) | 37(78,72)
Huyét khditr |  Khong 45 (86,54) | 32(68,09)
tim Co 7(13.46) | 1531901 | 201 | 0:031
Nhéan xét:

- Téc dong mach ndo giita va huyét khéi tir tim trong dot quy thiéu mau
ndo cap thuong co tién luong nang.

- Nghién ciru niy cho thay, c6 su khac biét vé két cuc c6 y nghia thong ké
giita hai nhom tic va khéng tic dong mach ndo gitta, voi ty xudt chénh
OR =4.67,p=0.001.

- D4i véi nhitng bénh nhan tic mach do huyét khdi tir tim, ty 1& phuc hoi
khong tt cling cao hon nhiéu so véi nhom cac nguyén khac. Su khac
biét trong nghién ctru ndy cé y nghia théng ké, véi ty xuat chénh OR =
3,01, p=0,031.

3.3.1.5. Lién quan giita dic diém hinh anh trén phim chup cdit I6p vi tinh va

két cuc lim sang 3 théng

Bing 3.36: Lién quan giira dic diém hinh énh trén phim chup cit 16p vi
tinh va két cuc ldm sang 3 thdang
Lo Piém Rankin
Dac diém <Ln(%) | >1Ln(%) OR P
ok A <. | Binh thuong | 26 (50,00) 2 (4,26)
finh anb cat | 22,5 | 0,001
Op Vi tin Bat thuong 26 (50,00) | 45(95,74)
Diém <8 1 (3,34) 12 (36,36)
ASPECT > 8 29(96.66) | 21 (63.64) | 1657 | 0,001
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Nhéan xét:

- Pbi voi nhom bénh nhan c¢é hinh anh chup cét 16p vi tinh bat thudong
trude khi dung thude, kha ning phuc hdi khong tt sau 3 thang cao hon
rd 1ét so v6i nhom binh thudng. Su khac biét ndy c6 ¥ nghia théng ké
v6i ty xuat chénh OR =22,5; p =0,001.

- Nhom bénh nhan véi diém ASPECT nhé hon 8 c6 kha ning phuc hdi tét
sau 3 thang ciing thap hon dang ké so véi nhom ASPECT tir 8 diém tro
1én. Su khac biét ndy c6 ¥ nghia thdng ké, voi OR = 16,57; p = 0,001.

3.3.1.6. Lién quan giita mirc diém tién lwong va két cuc lim sang 3 thing

Bing 3.37: Lién quan giiva diém DRAGON va két cuc lim sing
sau 3 thang

DRAGON  S§ bénh Ty 16 MRS 0-1 MRS 2-6
nhan (%) (0, %) 0, %)
0 dén 2 12 12,12 12 (100,00) 0 (0,00)

3 12 12,12 7 (58,33) 5 (41,67)

4 24 24,24 19 (79,16) 5 (20,84)

5 19 19,19 9 (47,37) 10 (52,63

6 19 19,19 5(26,32) 14 (73,68)

7 7 7,07 0 (0,00) 7 (100,00)

8 5 5,06 0 (0,00) 5 (100,00)

9 dén 10 1 1,01 0 (0,00) 1 (100,00)
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Biéu dd 3.6: Mdi lién quan giira diém DRAGON va két cuc 1am sang
sau 3 thang
Nhéan xét:

- Tét ca bénh nhan c6 diém DRAGON tir 0 dén 2 déu c6 két cuc lam
sang tot sau 3 thang (tic diém Rankin stra doi dat tir 0 dén 1).

- Tét ca bénh nhan c6 diém DRAGON tir 7 diém tré 1én déu khong co két
cyc 1am sang t6t sau 3 thang (tirc diém Rankin stra d6i dat tir 2 dén 6).

- C6 mdi tuong quan ty 1¢ thuan giita sé diém DRAGON va diém Rankin
stra d6i. Ture 13, diém DRAGON cang cao thi tién lwong cang khéng t6t.

Bing 3.38: Lién quan giiva diém ASTRAL va két cuc lam sang 3 thdng

ASTRAL S§BN  Tylé MRSO-1(n, %) MRS 26 (n, %)
Dudi 20 diém 10 10,10 8 (80,00) 2 (20,00)
Tir 20 dén 24 37 37,38 31 (83,78) 6 (16,22)
Tir 25 dén 29 29 29,29 11 (37,93) 18 (62,07)
Tir 30 dén 34 16 16,16 2 (12,5) 14 (87,50)
Tir 35 dén 39 6 6,06 0 (0,00) 6 (100,00)

Tir 40 tro 1én 1 1,01 0 (0,00) 1 (100,00)
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Biéu 3.7: Mbi lién quan giira diém ASTRAL va két cuc 1am sang 3 thang
Nhan xét:
- Nhiing bénh nhan c6 diém ASTRAL duéi 20 diém c6 tién lugng tot
nhat, v&i 80% dat diém Rankin stra doi tir 0 dén 1.
- Nhiing bénh nhan c6 diém ASTRAL tir 35 diém trd 1én khong c6
truong hop nao dat tién luong tot. Tuac 13, 100% sb bénh nhan nay déu
chi dat két cuc khong t6t ( MRS tir 2 dén 6).
- C6 mdi twong quan ty 18 thuan giira s6 diém ASTRAL va két cuc. Tirc

1a, diém ASTRAL cang cao thi tién luong cang khong tét.

Bing 3.39: Lién quan giita diém HAT va két cuc lam sang 3 thang

Piém HAT S6BN Ty 1¢(%) MRSO-1(n,%) MRS 2-6 (n, %)

0 27 2727 25 (92,59) 2 (7,41)
1 38 38,38 22 (57,89) 16 (42,11)
2 20 20,20 4 (20,00) 16 (80,00)
3 11 11,11 1 (9,09) 10 (90,91)
4 3 3,03 0 (0,00) 3 (100,00)
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Biéu 3.8: Moi lién quan giira diém HAT va két cuc 1am sang 3 thang

Nhéan xét:

Nhiing truong hop c¢6 diém HAT bang 0 diém c6 tién luong tot nhat,
v6i 92,59% dat diém Rankin stra doi tir 0 dén 1.

Nguoc lai, cac bénh nhan c6 diém HAT bﬁng 4 diém, khong c6 truong
hop nao dat tién lugng tdt. Tic 1a, 100% s6 bénh nhan nay déu chi dat
két cuc khong t6t ( MRS tir 2 dén 6).

C6 mdi lién quan ty 1¢ thuan giira sb diém HAT va diém Rankin sira

d6i. Tuc 13, diém HAT cang cao thi tién luong cang khong tot.
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3.3.1.7. Phén tich don bién moi lién quan giva mirc diém tién lwong va két

cuc lam sang 3 thang

Bing 3.40: Lién quan giita mirc diém tién lwong va
két cuc lam sang 3 thang

L aeX Piém Rankin
Murc diém <1.n (%) >1,n (%) OR p
<3 12 (23,08) 0 (0,00)
>3 40 (76,92) | 47 (100,00) 1,00 i
<4 19 (36,54) 5 (10,64)
>4 33 (63,46) 42(89,36) 4,84 0,004
<5 38 (73,08) 10 (21,28)
>5 14 (26,92) 37 (78,72) 10,04 0,000
DRAGON
<6 47 (90,38) 20 (42,55)
>6 5(9,62) 27 (57,45) 12,69 0,000
<7 52(100,00) | 34(72,34)
>7 | 0000 | 13@2766) | 9 -
<8 52 (100) 41 (87.23)
1,00 -
>8 0 (0.00) 6(12.77)
<20 8 (15.38) 2 (4.26)
4,09 0,085
>20 44 (84.62) 45 (95.74)
<25 39 (75) 8 (17.02)
>25 13 (25) 39 (82.98) 14,63 0,000
ASTRAL
<30 50 (96.15) 26 (55.32)
>30 2(3.85) 21 (44.68) 20,19 0,000
<35 52 (100) 40 (85.11)
1,00 -
> 35 0 (0.00) 7 (14.89)
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Nhéan xét:

- Tai cac mdc diém DRAGON 4; 5 va 6 c6 su khac biét co ¥ nghia thong
ké vé kha nang phuc hoi 1am sang than kinh tai thoi diém 3 thang, véi ty
xuat chénh OR va gié tri p 1an luot 13 4,08, 0,004; 10,04, 0,000 va 12,69,
0,000.

- Tai cac mbc diém ASTRAL 25 va 30 c6 su khac biét co y nghia thong
ké vé kha nang phuc hoi 1am sang than kinh tai thoi diém 3 thang, véi ty
xuat chénh OR va gia tri p 1an luot 1a 14,63, 0,000 va 20,19, 0,000.

- Nhu vay, tai cac mdc diém tién luong nay, co thé co su lién quan voi
tién luong phuc hdi sau 3 thang cta bénh nhan, mirc diém cang cao tién

luong cang ning. Cac mbe diém khac khong c6 ¥ nghia tién luong.

3.3.2. Phan tich hdi quy da bién cic yéu t6 va mirc diém tién luwong lién
quan dén két cuc IAm sang 3 thang va tim yéu t6 tién lwong doc lap.

Sau khi phan tich don bién tim céc yéu té c6 thé c¢6 lién quan doc 1ap
dén tién luong phuc hdi chirc ning tai thoi diém 3 thang, nhiing yéu t6 hoic
dic diém nao lién quan c6 y nghia thong ké s& dugc dua vao bang phan tich
hoéi quy da bién dé tim yéu td tién luong doc lap. Dua trén két qua phan tich,
nhimg bién sé nao co gia tri p nho hon 0,05 va khoang tin cay 95% véi
khoang gia tr1 khong chira 1 duogc coi la c6 ¥ nghia tién lugng doc 1ap. Nhom
bénh nhén c6 diém Rankin sira d6i tir 0 dén 1 duoc coi la phuc hoi tot. Nhém
bénh nhan c6 diém Rankin stra d6i 16n hon 1 (tir 2 dén 6) dugc coi 1a phuc hoi

khong t6t. Két qua phan tich nhu sau:
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Bing 3.41: Phén tich héi quy da bién fim yéu té tién lwong déc ldp két cuc
ldm sang tai thoi diém 3 thing

Dic dil OR Khoang tin
ac diem
: P 1 cay 95 % (CI)
<16
1,25 0,811 0,21 —-7,47
: >16
Baseline NIHSS
<20
2,91 0,474 0,16 — 54,58
>20
. 2 ; Khong
Ti€u duong o 35,44 0,003 3,42 - 367,35
)
Hinh anh trén phim | Binh thuong
., 5 - 6,84 0,043 1,06 — 44,04
cat 1op vi tinh Bat thwong
. >8
biém ASPECT ; 2 15,94 0,013 1,79 — 141,96
Tac do h Kho
dc dong mac ons 2,16 | 0307 | 0,49-9.43
ndo gitra Co
£ Ko in - Khong
Huyét khoi tur tim Co 0,98 0,977 0,21 —4,54
0
<4
0,42 0,013 0,003 - 0,51
>4
. <5
biém DRAGON >3 3,54 0,226 0,46 — 27,27
<6
1,18 0,890 0,11-13,12
>6
<25
> 25 13,65 0,01 1,85 -100,51
Diém ASTRAL =
<30
2,50et07 | 0,993 0
> 30
Nhan xét:

- Nhom bénh nhan dai thao duong co tién lugng tdi hon nhém bénh nhan
khong déi thao duong. Sy khac biét nay co ¥ nghia thong ké vai ty xuat
chénh OR = 35,44, p = 0,043, khoang tin cay 95% tir 3,42 — 367,35.
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Nhém bénh nhan véi hinh anh chup cit 16p vi tinh bat thudng c6 tién
lwong t6i hon nhém c6 hinh anh binh thudng. Su khac biét ndy co ¥
nghia thong ké véi ty xuat chénh OR = 6,84, p = 0,003, khoang tin ciy
95% tr 1,06 — 44,04.

Nhém bénh nhan c6 diém ASPECT tir 8 diém trd 18n trén hinh anh chup
cit 16p vi tinh c6 tién luong t0i hon nhom cé diém nhoé hon 8. Su khac
biét nay c6 y nghia théng ké véi ty xuat chénh OR = 15,94, p = 0,013,
khoang tin cdy 95% tur 1,79 — 141,96.

Nhom bénh nhan tic dong mach nio giira ¢ két cuc 1am sang khong t6t
nhiéu hon nhom khong tic. Tuy nhién, su khac biét nay khong c6 y
nghia thdng ké véi ty xuat chénh OR = 2,16, p = 0.307, khoang tin cay
95% tr 0,49 — 9,431 (c6 chira 1).

Nhom bénh nhan huyét khdi tir tim c6 két cuc 1am sang khong tt nhidu
hon nhom khong co huyét khéi tir tim. Tuy nhién, su khéac biét nay
khong c6 ¥ nghia théng ké véi ty xuit chénh OR = 0,98, p = 0,977,
khoang tin cay 95% tir 0,21 — 4,540 (c6 chtra 1).

Nhom bénh nhan c6 diém DRAGON tir 4 tr& 1én hoic ASTRAL tir 25
diém trd 1én c6 két cuc 1am sang khong t6t cao hon mét cach co y nghia
thdng ké véi ty xuat chénh OR, p va khoang tin cay (CI) 95% lan luot la:
OR =0,42, P =0,013, CI tu 0,003 — 0,51 va OR= 13,65, p =0,001, CI
tr 1,85 - 100,51 (khong chua 1).

Cac mdc diém DRAGON va ASTRAL khac khong c6 y nghia tién
lugng vi p 16n hon 0,05 va khoang tin cay 95% c6 chura 1.

Toém lai, cac yéu td tién lugng ddc 1ap tién luong khong tbt (diém
Rankin stra doi — mRS trén 1) dbi v6i bénh nhan dot quy thiéu mau nio
cap, diéu tri bang Alteplase duong tinh mach c6 thé 1a: Dai thao duong,

c6 bat thuong trén phim chup cit 16p vi tinh, diém ASPECT dudi 8
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diém, diém tién lugng DRAGON tir 4 diém tro 1én va diém ASTRAL tir

25 diém tré 1én.

3.3.3. Thang diém HAT trong tién lweng bién chitng chay mau nio

Bing 3.42: Lién quan giita diém HAT va bién chitng chdy mdu nio

Piém SO trwong  Chay mau Co triéu Khong triéu
HAT hop nao chirng chirng
0 27 0 (0,00%) 0 (0,00%) 0 (0,00%)
1 38 3 (7,89%) 0(0,00%) 3 (7,89%)
2 20 3 (15,00%) 0 (0,00%) 3 (15,00%)
3 11 7(63,63%)  2(18,18%) 5 (45,45%)
4 3 2 (66,66%)  1(33,33%) 1 (33,33%)
Téng (n) 99 15 3 12
Nhan xét:

- Trong nghién ctru nay, chdy mau ndo co triéu chung chi xuat hién & cac

bénh nhan c6 diém tién lwong chay mau nio (HAT) tir 3 dén 4 va chiém

ty 1€ cao trong nhom (18.18% va 33.33%).

- Ty 1& chdy mau ndo khong triéu chimg tang dan theo muc ting cua diém

HAT.

- Do sb lugng bénh nhan nghién ciru con kha han ché nén ching t6i khong

khao sat théng ké dé tim mdc diém co gia tri doc lap tién luong chay

mau ndo sau dicu tri Alteplase
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Biéu 3.9: Lién quan giira diém HAT va bién chirng chiay mau nio
Nhén xét:
- Diém HAT cang cao bién chimg chay mau nio cang ting va nguoc lai.
- Khi diém HAT bang 0, khong c6 trudng hop nao bién chimg chay mau
nao.
- Khi diém HAT bang 4, kha ning bién ching chay mau ndo cao nhat,
chiém 66,66%.
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Biéu 3.10: Lién quan giira diém HAT va loai bién chirng chay mau nio

Nhén

xét:

Piém HAT cang cao bién chimg chay mau ndo cé triéu ching c6 xu
hudng cang tang va nguoc lai.

Khi diém HAT bang 0, khong c6 trudng hop nao bién chimg chay mau
nao c¢o triéu chung.

Khi diém HAT bang 4, kha niang bién chimg chay méau nio cao nhat,

chiém 33,33%.
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Chuong 4
BAN LUAN
Dua trén cac két qua thu duoc tr s6 liéu cua 99 truong hop diéu trj tiéu
huyét khdi lidu thap trong cira s tir 3 dén 4,5 gio, chung t6i c6 mdt s6 ban

luan sau day:
4.1. LAM SANG VA HINH ANH CHUP CAT LOP VI TiNH

4.1.1. LAm sang
4.1.1.1. Tuoi

Déi tuong st dung thude Alteplase khi mé rong cira s diéu tri dén 4.5
gid khong duge phép vuot qua 80 tudi. Vi vay két qua nghién clru cia chung
t6i c6 nhing dic diém twong dong va khac biét so véi cac nghién ciru trude
day, phu thudc vao dbi twong va phuong phép cua timg nghién ctru.

Tudi trung binh ctia bénh nhéan trong nghién ctru cta ching t6i 1a 64,79
+ 9,75, trong do, nam gidi co tudi trung binh 1a 64,14 + 9,61 (45 - 80) va ni
gidi 14 65,71 + 9,99 (34 - 80) (bang 3.2). V& phan b nhom tudi, sé bénh nhan
tir 65 tudi tré xudng cé 53 trudng hop, trong d6 c¢6 8 trudng hop dudi 55 tudi.
S6 trudong hop con lai, tir 66 dén 80 tudi c6 46 bénh nhan. Nhu vay, ty 1é cua
nhém bénh nhan tré tudi chiém uu thé kha rd.

Két qua nay tuy c6 cao hon nhung kha twong dong voi cac nghién ctru
vé didu tri tiéu huyét khéi trong nudc trudc nam 2013 cia: Nguyén Huy
Thing (60,5 tudi) [68], Mai Duy Tén (60,92 tudi) [11], L& Vin Thanh (57
tudi) [105]. Tuy nhién, tir sau nam 2013, nghién ctru vé diéu tri Alteplase ctia
Phan Vian Quynh va Lé Hong Trung c6 tudi trung binh lan luot 1a 64,9 va
68,9 tudi [106],[107].
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Sau nam 2013, cac sd lidu vé tudi trung binh cta bénh nhan dot quy
thiéu méau ndo cip dugc diéu tri tiéu huyét khdi tinh mach ching t6i thu thap
duoc c¢6 xu hudng ting 1én trén 5 tudi. Sy thay doi nay co thé xudt phat tir tudi
tho trung binh cta ngudi Viét Nam dang ting 1én, hodc dan sd dang gia di.
Mot khia canh khac cling can dugce tinh dén 14, ngudi dan co y thirc dén vién
som hon va mot bo phan cong déng da biét dén thoi gian cua s6 diéu tri tiéu
huyét khéi.

So véi cac nghién ctru Qudc té vé didu tri tiéu huyét khoi, tudi trung
binh trong nghién ciru ctia ching t6i gan twong tu v&i nghién ctru cach day
hon 5 nim & Thai Lan (64 tudi) [63], Pai Loan (65,8 tudi) [66]. Tuy nhién,
tudi trung binh trong nghién ctru cta chiing toi thap hon so véi cac nghién ciru
& cac nudc phat trién, dién hinh nhu nghién ctru J — ACT tai Nhat Ban (70,9
tudi) [9], thr nghiém NINDS giai doan I va II & Hoa Ky (67 va 69 tudi) [108].

Nam 2016, thir nghiém da trung tim ENCHANTED tién hanh & nhiéu
Qudc gia, cha yéu ¢ cac nude Chau A, cb tudi trung binh 68 tudi [13]. Nhung
trudc d6, nam 2008, thir nghiém ECASS 3 & Chau Au diéu tri cira s6 mé rong
tir 3 dén 4,5 gid (gidi han tudi dén 80) thi tudi trung binh chi 1a 64,9 tudi [7].

Tir cac s lidu néu trén, c6 thé thay rang, tudi trung binh ctia bénh nhan
diéu tri tiéu huyét khdi c6 xu hudng ting 1én nhitng nim gan déy tai nudc ta.
Céc nudc phat trién c6 tudi trung binh ctia bénh nhan tham gia cac nghién ciu
diéu tri tiéu huyét khdi cao hon & cac nude dang phat trién. Nguyén nhan chi
yéu c6 thé 1a do tudi tho trung binh & cac nudc phat trién cao hon va viée du
phong dot quy ndo tét hon.
4.1.1.2. Gioi

Nghién ctru ctia chiing t0i cho thdy, trong tong s 99 bénh nhén, c6 58
truomg hop nam gidi, chiém 58,59% va 41 nir gidi, chiém 41,41%. Ty 18 nam

:nit 13 1,41:1 (biéu 3.2). Két qua nay duoc thé hién rd khi so sanh twong quan
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v6i cac nghién ctru khac vé tiéu huyét khoi duong tinh mach, qua bang so

sanh sau day (bang 4.1):

Bing 4.1: So sdnh ty Ié mic ciia hai gidi gifta cdc nghién ciru

Tac gia/Nghién ciru Nam Nuw Nam/nir
Lé Van Thanh [105] 54,0%  46,0% 1,1:1
Mai Duy Tén [11] 54,54% 45,46% 1,2:1
Nguyén Huy Thing [68] 53,3%  46,7% I,1:1
Lé H(‘A)ng Trung, 2016 [107] 56,0%  44,0% 1,24 : 1
Phan Van Quynh, 2017 [106] 61,0%  39,0% 1,56 : 1
Nghién ctru cia chung toi 58,59% 41,41% 141:1
NINDS giai doan II, 1995 [6] 57,0%  43,0% 1,33:1
J—ACT (Nhat Ban), 2006 [9] 62,1%  37,9% 1,64 : 1
ECASS 3 (Chau Au), 2008 [7] 63,2%  36,8% 1,71 : 1
ENCHANTED, 2016 [13] 61,7%  38,3% 1,61 :1

Nhin chung, ty 1€ bénh nhan nam cao hon bénh nhan nir & tat ca cac
nghién ctru chung t6i da thu thap dugc. Cac nghién ctru trong nudc gan day
thiy xu hudng ty 1é nam cao hon trude. Trong khi d6, cac nghién ciru tai Nhat
Ban va Chau Au c6 ty 1& nam méc cao hon rd rét. Nhu vay, két qua cia
nghién ciru nay ciing kha twong dong trong day thong ké s6 liéu néu trén.
Theo téng quan dich t& hoc nim 2013, ty 1& nam giéi chiém uu thé rét 13, nhat
1a cac nhude nhu Trung Qudc, An Do va cac nude Chau A [109].
4.1.1.3. Thoi gian diéu tri

Thoi gian 1a yéu td rit quan trong anh hudng dén két qua diéu tri tiéu

huyét khdi. Hiéu qua s& giam dan theo thoi gian, do vay, viéc rat ngin thoi
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gian lu6n 1a myc tiéu hang dau nham cai thién két qua diéu tri [110]. Theo
khuyén co cua Hoi Dot Quy Hoa Ky, thoi gian tir luc bénh nhan nhép vién
cho dén luc duge sir dung thude khong nén vuot qua 60 phit [111]. Day that
su 1a mot thach thire cho tat ca cc trung tim dot quy ndo trén toan thé gidi.
Tuy nhién, v6i nhitng cai tién gan day vé quy trinh diéu tri, thoi gian da duoc
rit ngan déng ké.

Nghién ciru cua chung toi chi trén cac ddi twong khong con co hoi
huong loi tir diéu tri tiéu huyét khdi sém trude 3 gio. Vi vy, yéu t6 thoi gian
cang can phai khan truong va cang trod nén thach thire. Két qua 1, thoi gian tir
khi dén vién dén khi tiém thudc Alteplase trong nghién ciru nay trung binh 1a
43,61 + 15,8 phut (bang 3.4). Mrc thoi gian nay da duoc rat ngén 16 rét so voi
cac nghién ctru néu trén va tiém céan vaéi thoi gian diéu tri cia mé hinh Helsinki
[112]. Tuy nhién van chua dat mirc tdi uu nhu ky vong 1a dudi 40 pht.

So sanh véi cac nghién cuu khéc trude day ¢ trong va ngoai nudc cho
théy, cong bd cta Suwanwela va cong sy ¢ Thai Lan 1a 72,6 phut [63] hoac
ctia Lé Van Thanh 1a 75 phut [105] va Nguyén Huy Thang 14 69,1 phut [68].
Trong khi d6, nghién ctru cia Mai Duy To6n 1a 59 phut [11].

Vé ctra s6 diéu tri, théng ké cua ching t61 chi co thé tham chiéu voi thu

nghiém ECASS 3 vi ¢6 thiét ké thoi gian diéu tri twong ty nhau (bang 4.2).

Bing 4.2: So sdnh thoi gian diéu tri

Thaoi gian Nghién ctru ECASS 3 Chung t61
Cira s6 diéu tri trung binh 239 phit 208 phit
Tir 180 dén 210 phut 9,6 % 56,57 %
Tir 210 dén 245 phit 45,7 % 22,22 %

Tir 245 phiit dén 270 phut 41,6 % 21,21%
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Nhu vay, thoi gian cira s6 diéu tri trung binh clia nghién ciru nay giam
khoang 30 phut so v&i nghién cau ECASS 111 [7].
4.1.1.4. Diém NIHSS liic nhdp vién

Theo Tomsick va cong sy, bénh nhan nhdp vién cé diém NIHSS tur 7
diém tré xubng (46t quy ndo nhe) va tir 8 dén 14 diém (ddt quy ndo trung
binh) s& c6 murc d6 hdi phuc than kinh t6t nhat [113].

Trong nghién ctru ciia chiing t6i, diém NIHSS trung binh lic nhap vién
1a 11,93 + 4,23 diém, trung vi 1a 11 diém (bang 3.6). Pay 13 muc diém kha
thap néu so vai s6 lidu ciia mot sé nghién ctru lidu chuan cia cac tac gia khac
nhu: Nguyén Huy Théang ( trung vi 13 diém), Lé Van Thanh (12 diém),
nghién ciru NINDS (14 diém) va Thai Lan (18,8 diém) [68],[105],[6],[63].

Dbi v6i thir nghiém Alteplase liéu thap cta sd diéu tri 3 gio dau , két
qua ctia chiing t6i thap hon dang ké so v&i nghién ctru J — ACT ctia Nhat Ban
(14 diém) [9]. Tuy nhién, so v6i thir nghiém ECASS 3 tai Chau Au (diém
NIHSS trung binh va trung vi 1an lugt 10,7 + 5,6 diém va 9 diém) [7], két qua
ctia chiing t0i cao hon khoang 1 diém.

Theo ching t6i, c6 nhiéu 1y do ddn dén su khac nhau kha nhiéu giita cac
nghién ctru. Trude hét, co thé do miu cia cic nghién ctru tng dung con kha
nho, chwa co tinh dai dién cao. Tiép dén phai ké toi thiét ké va tiéu chuén loai
trir d6i twong tham gia cua timg nghién ctru, vi du nhu, khi mé rong cira s6
diéu tri phai loai trir nhiitng bénh nhan co diém NIHSS trén 25 diém vi li do an
toan. Va cudi cung can tinh dén dic diém chung toc, mic do hiéu qua cua
diéu tri du phong va 156i nhan dinh triéu ching trong danh gia diém NIHSS.
Thuc té cho thay, danh gia diém NIHSS chinh x4c khong hé don gian, nhét 1a
trong diéu kién thoi gian ctra s6 diéu tri rat han hep va tinh thé céip curu.
4.1.1.5. Huyét dp trung binh khi nhap vién

Thong thudng, bénh nhan dot quy nhdi mau nio cap cé ty 18 tang huyét
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ap lac nhap vién trong nhiing gid dau kha cao. Tuy nhién, mirc ting thudng
khong qua nhiéu nhu trong d6t quy chay mau ndo. C6 khéng it trudong hop dot
quy nhdi mau ndo do huyét khéi tir tim trén nén suy tim, hep van hai 14, tham
chi huyét 4p con & muc gidi han thap. Trong diéu tri tiéu huyét khoi, viéc
danh gia va theo ddi huyét ap rt quan trong vi nd lién quan truc tiép dén tudi
méau ndo dbi voi huyét ap thap va chdng chi dinh dung thudc dbi voi muc
huyét ap trén 185/110 mmHg. Nhitng truong hop nay phai kiém soat huyét ap
xubng dudi muc néu trén bang truyén thudc ha ap dudng tinh mach, thong
thuong str dung Nicardipin.

Két qua nghién ctru ctia chung toi nhin chung tuwong ty v6i hau hét cac
nghién ctru trong va ngoai nudc. Sau ddy 1a bang so sanh chi sé huyét ap giira

mot sb nghién ctru (bang 4.3):

Bing 4.3: Huyét dp trung binh ciia cdc nghién ciru

Tac gia/nghién clru Huyét 4p trung binh (mmHg)
Nguyén Huy Thang, 2013 [68] 141,5+ 24,6/ 82,9 + 12,4
Mai Duy Toén, 2012 [11] 137,27 £ 24,54/ 81,56 + 12,14
Thir nghiém ECASS 3, 2008 [7] 152,6 £ 19,2/ 84,4 £ 13,5
Thir nghiém NINDS, 1995 [6] 153+£22/85+14
Nghién ctru cia ching t6i 152,79 +£21,73/ 84,65 £10,10

Trude khi tiém Alteplase, nhimng truong hop mirc huyét ap tim thu ting
trén 185 mmHg hodc tdm truong trén 110 mmHg, chung t6i déu chi dinh
dung Nicardipin dudng tinh mach dé dwa xudng muc thich hop méi dung
thuc. Trong nghién ciru cta chung toi, c6 8 trudng hop phai sir dung bién
phap nay.

4.1.1.6. Triéu chirng lam sang than kinh khi véo vién
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Lam sang cua bénh nhan trudc khi diéu trj thubc tiéu huyét khdi duoc
thé hién kha day du trong két qua danh gia diém NIHSS (phu luc 1). Lam
sang cang niang diém NIHSS cang cao. Nhom bénh nhén trong nghién ctu
ctia chung t6i phan 16n c6 mirc diém NIHSS mirc trung binh, tirc triéu chimg
1am sang khong qua ning. Sau day, chung toi dé cap dén mot sd triéu ching
va dau hiéu co ban va c6 tham chiéu véi mot sé tac gia.

Trong nghién ctru ndy, c¢6 22.22% sd bénh nhén rdi loan y thic & mic
nhe (bang 3.8). It nhit, nhitng trudng hop nay tra 101 dung mot cau hoi trong
phan danh gia y thirc ciia thang diém NIHSS. Diéu d6 ciing phu hop véi dién
bién tu nhién ciia bénh trong nhitng gid dau, khi chua co phi ndo. So véi
nghién ctru cia Mai Duy Tén (ctra s6 diéu tri trong 3 gior dau) [11], ty 1é c6
16i loan y thirc trong nghién ctru cua ching t6i (ctra s6 diéu tri md rong trén 3
gid) ¢6 phan cao hon (18,9 % so v&i 22,22 %). Su khac biét nay c6 thé 1a do
nhom bénh nhan trong nghién ctru dén vién tré hon.

Vé thiéu sot than kinh khu tra, yéu hodc liét nira nguoi va liét than kinh
so hay gap nhat, chiém 92,93%. Tiép dén, rbi loan cam giac nira ngudi, noi
kho, réi loan ngén ngit va mat chil ¥ nira ngudi 1an luot 13 64,65%, 63,64%,
35,35% va 30,30% (bang 3.8). Theo Mai Duy Ton, ty I¢ liét ntta ngudi & 66
bénh nhan diéu tri tiéu huyét khdi 1a 100%, rdi loan cam giac nira ngudi la
100%, noi kho va that ngdn 21,2% [11]. Su khac biét nay c6 thé do c¢& miu
nghién ctru nho.

Dang luu ¥, ddu hiéu mat chi ¥ (nhan thirc) nira nguoi thuong hay bi bo
qua khi kham 1dm sang don thuan. Nghién ciru ghi nhan 30,30% sb bénh nhan
c¢6 biéu hién nay thong qua chdm diém NIHSS. Thong thuong nhimng bénh
nhan 1iét nira nguoi trai thuong co dic diém nay.
4.1.1.7. Céc yéu t6 nguy co

Nghién ctru nay, chung t6i chi tp trung vao cac yéu to nguy co chinh.
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Bang 4.4 dudi day s€ néu két qua ciia mot s6 nghién ctru va thir nghiém tiéu

biéu ve diéu tri ti€u huyét khoi duong tinh mach trong va ngoai nudc.

Bing 4.4: So sinh ty Ié mic cdc yéu té nguy co giita cdc nghién ciru

Nghién ctru

NINDS giai doan 1 [108]
NINDS giai doan 2 [6]
ECASS III nhém diéu tri [7]
ECASS III gia duoc [7]
ENCHANTED liéu thap [13]
ENCHANTED liéu chuan [13]
Lé Van Thanh [105]

Mai Duy Tén [11]

Nguyén Huy Thing [68]
Nghién ctru cua ching toi

MR CLEAN [70]

THA

66
67
62,4
62,8
62,6
63,0
61
36,4

75,0

78,79

DTD  RL lipid Rungnhi

24 - 18
20 - 20
14,8 - 12,7
16,6 - 13,6
19,6 18,0 20,1
19,7 15,7 18,7
- 37 11
13,6 31,1 15,1
15,1 63,2 21,1
19,19 72,73 22,22
14,6 - 28,3

THA: Tang huyét 4p; DTD: Dai thao dudng; RL lipid: Réi loan lipid mau

Ting huyét ap: Chung toi chi khang dinh c6 ting huyét ap khi co

bang chimg bénh nhan dd timg udng thudc diéu tri, hodc di do huyét ap it

nhét 2 1an c6 chi sb huyét ap tang, dua vao héi bénh hoac ho so kham bénh.

Nhiing truong hop khi vao vién khong ting chi sé huyét ap nhung c6 du bang

chtng cua ting huyét ap thi van duoc ghi nhan.

Tang huyét 4p dan dén bién doi hinh dang cdc mach mau nao va bién

d6i huyét dong tuan hoan ndo. Tang huyét ap 1 yéu t6 nguy co chinh cua vira

x0 dong mach. Vira xo dong mach nao thuong xay ra & goc dong mach canh,
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dong mach cot séng, dong mach than nén va da giac Wilis. Tang huyét ap
cling lam ting kha ning tao huyét khdi do bat thuong déng mau, tiéu cau va
rdi loan chirc nang ndi mac [114]. Theo Graham, ting huyét ap 1a yéu t6 nguy
co dot quy ndo doc 1ap thudng gip va co thé diéu chinh duoc [115]. Theo tac
gia ndy, c6 mdi lién quan chit ché giita mirc huyét ap tim truong va dot quy
ndo. Ngay ca & muc huyét ap binh thudng, khi huyét ap tim truong ting 1én
7,5mmHg s& 1am ting nguy co dot quy thiéu méau ndo cuc bd thém 46%.

Trong nghién ctru ctia chung t6i, ty 1& bénh nhan c6 tién sir ting huyét
ap 1a 78,89% (bang 3.9). Két qua nay cao hon cac nghién ctru ciia Nguyén
Huy Théng (75%) [68], Lé van Thanh (61%) [105]. Ddi voi cac thir nghiém
Qudc té vé diéu tri tiéu huyét khéi, ty 1& c6 tién sir ting huyét ap trong nghién
ctru NINDS giai doan I 1a 66%, giai doan II 1a 67% [6], [108]; Thtr nghi¢m
ECASS 1III 13 62,4% [7], ENCHANTED liéu chuan 1a 62,6% va liéu thap 1a
63% [13]. Cac thdng ké nay cho thay, ty 1& ting huyét 4p & bénh nhan dot quy
thiéu mau ndo cuc bod tai Viét Nam it nhat khong thép hon céc nghién ctu &
cac nude phat trién (bang 4.4).

Pai thao dwong: Theo cip nhat thong ké nim 2018, toan cau co 425
triéu ngudi mic dai thao duong tuyp 2. Riéng ¢ Hoa Ky, ty 1& hién méc dai
thao duong & nguoi 1on tir 12% dén 14%. Ngudi mac dai thdo duong ting
nguy co dot quy thiéu mau nao 1én gap doi, dic biét ddi véi nita gidi [116].

Trong nghién ctru cia chung t61, ty 1€ bénh nhan c6 dai thdo duong la
19.19%. Ty 1& nay trong nghién ctru ciia Nguyén Huy Thiang, Mai Duy Ton,
Phan Vin Quynh lan luot 1a 15.1%, 13.6% va 15.1% [68],[11],[106]. Trong
khi d6, cac thir nghiém Qudc té vé diéu tri tiéu huyét khéi c6 ty 18 tir 15% dén
24%. Nhu vy, ty 1é bénh nhan méic dai thao dudng trong nghién ciru cia
chung t6i ndm trong khoang két qua théng ké cua cac nghién ciru trong nudc
va Qudc té (bang 4.4).

Réi loan lipid mau: Mic du dd c6 nhiéu nghién ctru trong hon ba thap
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ky qua nhung vai trd cta rdi loan chuyén hoa lipid méu trong bénh sinh dot
quy thiéu mau ndo cuc bd van chua duge hiéu biét mot cach rd rang. Tuy
nhién, da c6 mot vai nghién ciru dé cap dén vai tro cia ting thanh phan lipid
mau (tang LDL, tang cholesterol toan bg, tang triglycerid va giam HDL mau)
nhu 13 cac yéu t6 nguy co hinh thanh xo vita dong mach [117].

Nghién ctru cua ching t6i cho thiy, co 72.73% sb bénh nhan rdi loan
lipid mau (bang 3.9), cao hon thong ké ciia Nguyén Huy Thing (63,2%) [68],
L& Van Thanh (37%) [105] va Mai Duy Toén (31.1%) [11]. Su khac biét gitra
cac tac gia trong nude 1a kha 16n, ¢6 thé do ¢& mau nghién ciru con han ché
(bang 4.4).

Rung nhi: Chung t6i x4c nhan rung nhi trén dién tim lic trudce khi tién
hanh diéu tri tiéu huyét khéi va trong qua trinh theo doi néu can. Vi vay,
nhimg trudng hop rung nhi con c6 thé da bi bo qua néu khi nam vién khong
duoc ghi nhan trén dién tim.

Mot s6 bénh nhan bi rung nhi khong c6 tri¢u chung trén 1am sang, dac
biét 1a bénh nhan rung nhi mén tinh. Su mat dong bo cta nhi trong rung nhi
dan dén tinh trang o dong mau va ting déng. Hau qua c6 thé dan dén hién
tugng tao huyét khdi trong budng nhi trai, day 1a ngudn gdc cua cac dot quy
thuyén tic mach ndo va tic mach mau hé théng [118]. Theo Kimura va cong
su, dot quy ndo lién quan dén rung nhi thuong nang véi thé tich 6 nhdi mau
16n [119].

Ty 1¢ bénh nhan rung nhi dugc phat hi¢n trén dién tim tai thoi diém
nhdp vién trong nghién ctru 1a 22,22% (bang 3.9). Ty 1€ nay cao hon khong
dang ké so voi cac thir nghiém NINDS, ENCHANTED va nghién ciru cia
Nguyén Huy Thing nhung cao hon gap hai 1an két qua nghién ctru cua Lé
Vin Thanh (11%). Nguoc lai, néu so v6i nghién ctu MR CLEAN véi rung
nhi chiém 28,3% thi két qua cua chung t6i lai thiap hon dang ké (bang 4.4).

Suy tim va hep van hai la: Suy tim va hep van hai 14 dugc coi 1a hai
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yéu t6 nguy co hinh thanh huyét khéi trong budng tim va gay thuyén tic mach
ndo. Hai yéu t6 nay dugc xép vao mirc nguy co trung binh, sau rung nhi. Trén
thuc té, phan 16n bénh nhan c6 hep van hai 14 va suy tim thuong c6 rung nhi
két hop [120]. Cac nghién ctru Qudc té vé diéu tri tiéu huyét khdi tinh mach
nhirng nadm gﬁn day it dé cap vé ty 1€ mic bénh i ciu trirc tim nay. Mot mat,
c6 thé do céac bénh li nay it gap, hoac néu c6 thi da duogc tam soat va du phong
c6 hiéu qua. Mit khac, co thé cac yéu td ndy dugc dwa vao phan nguyén nhan
do tim theo phan loai TOAST [35].

Tai Viét Nam, hep van hai 14 thudng lién quan dén bién chimg cua bénh
thap tim. Trudc day, ty 1¢ mic kha cao do kha ning phat hién va du phong
bénh thap tim con rat han ché. Hién nay, bénh van tim do thap ngiy cang it
gap hon.

Trong nghién ctru cua chiing t61, ty 1€ hep van hai 14 phat hién dugc trén
siéu am Doppler tim c¢6 6 truong hop, chiém 6,6%, trong d6 cb 4 truong hop
két hop ca suy tim (bang 3.10). Theo Mai Duy Tén, ty 1& bénh nhan c6 bénh
li van tim néi chung 1a 10,3% va suy tim chiém 6,9% [11]. Trong khi do,
nghién ctru ctia Nguyén Huy Théng tai thanh phd HO Chi Minh lai khong thiy

dé cap vé€ hai yéu to nguy co nay.

4.1.2. Hinh anh chup cit 16p vi tinh
4.1.2.1. Céc diu higu sém trén phim chup cit l6p vi tinh

Céc diu hiéu nay co thé gitp tién lwong két cuc phuc hdi chie niang than
kinh sau 3 thang va nguy co xuét huyét ndo sau diéu trj tiéu huyét khoi [121].
Chtng t61 ghi nhén, trong 99 bénh nhin tham gia nghién ctru c6 28 truong
hop hinh anh chup cét 16p vi tinh ndo binh thudng; 71 trudng hop con lai ¢ it
nhat mot dau hiéu thay doi som, chiém 71,72% (bang 3.15). Két qua nay cao
hon so véi nghién ctru ctia Nguyén Huy Thing (51,1%) [68], Lé Vin Thanh
(48%) va ECASS 111 (50%)[105]. Theo Wardlaw, ty I¢ nay 1a 61% [122]. Su
khac biét nay co thé 1a do chung toi ap dung thang diém ASPECT [42]. Theo
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d6, nhitng truong hop co diém ASPECT bang 10 diém dugc coi 1a khong co
bat ki ddu hiéu sém nao trén nhu mo ndo. Mat khéac, nhu di néu trén, co thé
do c& mau nghién ctru ctia chiing t6i chua du 16n.

Tang ty trong dong mach nao giira dang dai (hyperdense sign): Day
1a ddu hiéu sém khé thudng gip va twong d6i d& nhan biét. DAu hiéu nay goi
¥ tinh trang tic dong mach ndo giita do huyét khdi nam doc theo dong mach
v6i chiéu dai kha 16n. Day ciing 1a mot chi ddu bét loi cho tién lugng tai thong
cling nhu két cuc 1am sang. Theo Leys va cong su, ddu hiéu nay gip ¢ khoang
27% céc trudng hop thiéu mau ndo cuc bd cap [123]. Theo Georgiadis, dbi
véi cac bénh nhan c6 dau hiéu tang ty trong dong mach ndo gitra dugc diéu tri
Alteplase duong tinh mach, ty 1€ bénh nhan c6 mirc do phuc hoi tbt tai thoi
diém ba thang chi vao khoang 16,9% [124].

Trong nghién ctru ctia chiing tdi, c6 22,22% sb bénh nhan c¢6 dau hiéu
tang ty trong dong mach nao gitta (bang 3.15). Trong khi do, nghién ctru cia
Nguyén Huy Thang c6 27% [68], cia Lé Vian Thanh c6 21% [105], Mai Duy
Tén c6 13,89% [11] va Phan Van Quynh ¢6 21,4% [106]. Theo Wardlaw, dau
hiéu nay chiém tir 30% dén 40% s6 bénh nhan dot quy thiéu mau ndo cuc bd
[41]. Con theo Leys va cdng su, ty I¢ nay 1a 26,8% [123].

Tén thwong sém trén phim chup cét 16p vi tinh theo thang diém
ASPECT: Thang diém ASPECT di dugc chuan thuan va ngay cang ap dung
rong rai trong thuc hanh chan doan hinh anh, dic biét 1a céc nghién ctru c6
lién quan dén can thiép lay huyét khdi. Trudc hét, day 1a thang diém co do
chinh x4c kha cao va d& ap dung. Bén canh d6, thang diém c6 vu diém 1a thuc
hién ngay trén phim chup cat 16p vi tinh khéng can quang nén phi hop véi
thue hanh cip ciru nhdi mau ndo. Muyc dich chinh cua thang diém 1a danh gia
mirc d6 ton thuong va tién luong kha ning phuc hdi 14m sang sau can thiép
diéu tri. Theo d6, diém ASPECT cang thap thi tién luong cang ning. Nhimg

truong hop diém ASPECT dué6i 7 diém 1a chi d4u tién lugng xau va dugc cho



122

1a khong c6 loi néu tién hanh tai thong mach [76]. Cac nghién ctru gan day vé
diéu trj tiéu huyét khdi két hop véi can thiép 1ay huyét khdi duong dong mach
déu da ap dung thang diém nay. Nhitng bénh nhan c6 diém ASPECT duéi 7
diém thuong bi loai khéi nhom nghién ctru vi li do an toan.

Nghién ctru ctia chiing t6i c6 diém ASPECT trung vi 12 9 diém (thap
nhit 7 diém, cao nhit 10 diém, bang 316), cao hon cic thur nghiétm MR
CLEAN [70], ESCAPE [71], c6 diém trung vi bang 8, va nghién ciu
REVASCAT bﬁng 7 diém [74]. Nhu vy, cac nhoém bénh nhan tham gia cac
thir nghiém 1am sang néu trén c¢6 muc do ton thuong ning hon so v6i nhém
bénh nhan trong nghién ctru ctia ching t6i. Piéu nay co thé hiéu duogc vi tat ca
cac trudng hop tham gia thir nghiém 1y huyét khéi déu c6 tic mach 1on va
ctra sO diéu tri rong hon.
4.1.2.2. Vi tri tidc mach

Vi su phat trién cac k¥ thuat chan doan hinh anh gan day, viéc xac dinh
tinh trang mach mau tai cac thoi diém trude va sau khi diéu trj tiéu huyét khéi
duoc thuc hién kha dé dang, dic biét dbi véi cac trung tam dot quy ndo 16n cé
kha nang thuc hién cac k¥ thuat can thiép ndi mach ngay sau khi thét bai véi
diéu tri Alteplase duong tinh mach. Qua két qua chup mach mau, chung toi
ghi nhan c6 61 truong hop (61,61%) co6 hinh anh tic dong mach nio giira,
trong do6 tic doan M2 c6 34 trudng hop, chiém 34,34% (bang 3.17). Néu tinh
ca 2 truong hop tic két hop dong mach ndo giira va canh trong thi tong sb s&
1a 63 bénh nhén, chiém ty 1& 63,64%. Theo Nakashima, ty 1 tic dong mach
ndo gitta hodc dong mach canh trong & bénh nhan diéu tri Alteplase dudng
tinh mach 1én dén 65% [125]. Theo Nguyén Huy Thang [68], Mai Duy Tén
[11], ty 1é tic dong mach ndo giita lan luot 13 41,1% va 42,4%, thip hon
théng ké cua chung t6i. Tuy nhién, ty 18 tic dong mach ndo giita doan M2
trong nghién ctru ciia chung t6i cao hon dang ké. Nguyén nhén 13, sau khi cac

thir nghiém diéu tri tiéu huyét khdi tinh mach két hop véi 1y huyét khéi co
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hoc béng duong dong mach dugc cong nhan cé loi tur dau nam 2015, mot
phan cac trudng hop tic dong mach 16n dugce chi dinh diéu tri két hop. Nhiing

bénh nhan nay da bi loai ra khéi mau nghién ctru.

4.1.3. Nguyén nhan nhdi mau nio theo phan loai TOAST

Trong nghién ciru cia chung t6i, nguyén nhan tic mach nio do bénh vira
xo dong mach 16n chiém ty 18 cao nhat (36,37%). Nguyén nhan bénh i mach
méau nhé dting hang tht hai, voi ty 1¢ 28,28%. Thuyén tac mach do huyét khbi
tir tim chiém 22,22%. Nhom nguyén nhan khong xac dinh chiém 13,13%.
Nhom nguyén nhén it gip khac khong thdy xuat hién trong mau nghién ciru
(bang 3.20).

C6 rét nhiéu sb liéu dya trén phan loai nay duoc cong bd. Mdi nghién
clru trong timg giai doan c6 nhirng diéu kién, ning luc x4c dinh nguyén nhan
khac nhau. Ngoai ra, tiéu chi chon mau cling déng vai trd quan trong. Vi viy,
su khong dong nhat giita cic nghién ciru c6 thé giai thich duge. Dudi day,

chung t6i so sanh mot s6 két qua tiéu biéu (bang 4.5).

Bang 4.5: So sanh ty ¢ nguyén nhdn theo phan loai TOAST

Nguyén nhan (%)

Nghién ctru/Tac gia Mach16n Mach nho Té tim Khong xac

dinh/it gap
Gokeal (< 50 tudi) [126] 13,2 11,3 19,2 41,1/15,2
Lé Van Thinh [2] 20,0 27,2 12,8  28,8/11,2
Lé Van Thanh [105] 21 19 27 33
Nguyén Huy Théing [68] 30,3 26,3 32,2 11,2
Mai Duy Tén [11] 30,3 36,36 31,82 1,52
NINDS giai doan 1 [6] 25 19 42 3
NINDS giai doan 2 [108] 39 14 45 2

ENCHANTED liéu thap [13] 38,3 20,6 19,9 21,2
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ENCHANTED liéu chudn [13] 40,3 20,1 19,7 19,9
Nghién ctru cia ching to61 36,37 28,28 22,22 13,13

Theo Gokcal va cong su [126], dbi voi bénh nhan tré dudi 50 tudi,
nguyén nhan khong xac dinh chiém ty 18 41,1%, nguyén nhan it gip chiém
15,2%, nguyén nhan mach mau 1én chiém 13,2%, nguyén nhan mach mau
nho chiém 11,3%. Theo Lé Van Thinh [2], ty 1& bénh nhan tré tudi khong xac
dinh duoc nguyén nhan con kha cao (28,8%). Két qua nay cho thay, viéc xac
dinh nguyén nhan ¢ nhom bénh nhéan tré tudi kho khian hon nhiéu so véi
nhoém cao tudi. Trong nghién ciru ciia ching toi, phan 16n trudng hop khong
xac dinh dugc nguyén nhan roi vao nhoém bénh nhan tré.

Theo két qua cua cac nghién ctru khong gié1 han tuéi, tuu trung lai, co
mot s6 diém dang cht ¥, d6 1a: Nguyén nhan mach mau 16n va huyét khéi tir
tim ludn chiém ty 1€ cao, mdi loai chiém khoang mdt phﬁn ba téng s6 bénh
nhan dugc khao sat. Nguyén nhan mach mau nho thuong gip thip hodc cao
hon khong dang ké tuy vao timg nghién ctru. Ciing twong ty nhu chung ti,
cac nghién ctru NINDS [108], nghién ctru cua Nhat Ban [9], va nghién ctru
cta Singapore [65] déu ghi nhin nguyén nhan huyét khéi tir tim va mach mau
16n chiém ty 1é cao nhét trong sb cac bénh nhan dugc diéu trj bang liéu phap
Alteplase dudng tinh mach.

4.2. KET QUA PIEU TRI

Toan bd 99 bénh nhan tham gia nghién ctru déu dugc theo dbi trong thoi
gian nam vién diéu tri va danh gia lai tai cac thoi diém 3 thang sau diéu tri.
Trén co s& d6, chung t6i ghi nhan két qua diéu tri dwa vao thang diém NIHSS,
thang diém Rankin stra d6i. Ngoai ra, thang diém Barthel va thang diém két
cuc Glasgow cling dugc 4ap dung.

4.2.1. Két qua diéu tri giai doan nam vién

4.2.1.1. Thay doi diém NIHSS
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Khi diéu tri bang thudc tiéu huyét khéi Alteplase, ki vong ciia thay thudc
1a sy cai thién 1am sang rd rét ngay trong gid dau va ngay dau. Vi diéu do
chtng t6 ¢o su tai 1ap tudn hoan mau ndo kip thoi va hiéu qua. D6 ciing 1a chi
dau quan trong dé tién luong mot két cuc tot [127]. Pé danh gia 1am sang,
thang diém NIHSS 14 cong cu hitu hiéu nham lugng gia mot cach tin ciy. Tuy
nhién, diém NIHSS giam trong 24 gio dau khong co nghia 1a két cuc 1am sang
sau 3 thang va dai han luén thuan loi. Vi sau diéu trj con rt nhiéu yéu td anh
huong dén két cuc trung va dai han, trong d6 c6 cac bién cb bat loi.

Trong nghién ciru nay, chung toi ghi nhan sy hdi phuc 1am sang kha o
qua cac thoi diém dya trén danh gid mac do cai thién chirc nang than kinh
theo thang diém NIHSS: NIHSS trung binh trudc diéu tri 13 11,93 + 4,23
diém; NIHSS trung binh gidm con 8,38 = 5,11 diém sau 1 gio va 7,64 + 5,69
diém tai thoi diém 24 gio. Tai thoi diém xuét vién, diém NIHSS trung binh 1a
7,21 £5,32 (bang 3.22).

Néu so sanh su thay d6i diém NIHSS giam tir mirc 4 diém trd 1én thi ty
1¢ bénh nhéan dat dugc mbc nay 1a 58,59%. Piéu d6 goi ¥ rang, sé bénh nhan
nay co tai thong mach mau trong 24 gio. Nguoc lai, ty I¢ bénh nhan cé tang
diém NIHSS tir 4 diém trd 18n 13 3,03%. Con lai, nhitng truong hop khéc co
su ting hodc giam dudi 4 diém (bang 3.23).

Sy thay ddi trén twong ty nhu trong nghién ctru cia Nguyén Huy Thing,
Mai Duy Tén, véi muc giam diém NIHSS trung binh sau 24 gio twong duong
4 diém, va ty 1& bénh nhan c6 NIHSS giam tir 4 diém trd 1én chiém lan luot 1a

60% va 72,73% (bing 4.6) [68],[11].

Bing 4.6: Thay doi diém NIHSS trung binh giita cdc nghién ciru

Piém NIHSS Cuaching toi ~ Mai Duy ton Nguyén H. Thang
Trudc tiém Alteplase 11,93 +4,23 12,37 + 4,24 13,7
Sau tiém 1 gio 8,38+ 5,11 - -

Sau tiém 24 gio 7,64 = 5,69 7,5+6,12 9,8
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Khi xuét vién 7,21 +532 - 9,2
Giam 4 diém tré 1én 58,59% 72,73% 60,00%

Theo Muresan va cong su, nhitng bénh nhan cé diém NIHSS giam tir 4
diém tré 1én trong 24 gio sau tiém Alteplase thuong c6 két cuc 1am sang sau 3
thang t6t hon nhiéu so voi nhém giam khong dang ké hodc ting diém [128].
Theo d6, ty 1& bénh nhan c6 két cuc tot (mRS tir 0 dén 1) dat 68,2% & nhém
c6 giam diém NIHSS, so véi chi 29,6% ¢ nhom khong giam diém. Két qua
nghién ctru cua Kharitonova va cdng su cling tuong tu [129]. Vi vay, nhiing
bénh nhan sau tiém Alteplase ma khong c6 sy cai thién diém NIHSS déng ké
trong gid dau can phai danh gia tinh trang mach méau thoa dang dé can thiép
14y huyét khdi co hoc kip thoi theo khuyén céo hién nay [69],[130].
4.2.1.2. Tdi thong dpng mach néo sau diéu tri Alteplase theo phin dé Mori

Chung t61 da tién hanh chup mach cong huong tir hoac chup mach cit
16p vi tinh cho toan bd 99 bénh nhan tham gia nghién ciru sau khi bat dau diéu
tri 24 gid, mot s6 truong hop két hop ca hai phwong phap. Trong sd d6 ¢ 71
truong hop tac mach 16n. Mirc do tai thong mach sau dung thudc theo phan
d6 Mori sira d6i gdbm 4 muc do tir 0 dén 3. Grade 0 tuong tmg véi khong co
tai thong. Grade 3 twong tng tai thong hoan toan. Két qua 13, ty 1¢ khong tai
thong trong nghién clru chiém 1a 49,3%, tai thong tdi thiéu 11,27%, tai thong
murc trung binh 12,67% va tai thong hoan toan 13 26,76%. Tong sb cb tai
thong chiém 50,7% (bang 3.26). Nhitng truong hop co tai théng gan nhu ludn
di cung véi ¢ cai thién 1am sang 10, trur khi ¢6 chay mau nao cé triéu chung.

Theo Mai Duy Tén, khi diéu tri Alteplase lidu thp trong 3 gid dau sau
khoi phat, ty 18 c¢6 tai théng dong mach ndo sau diéu tri chiém 57,2%, trong
d6, tai thong hoan toan va gan hoan toan 1a 45,3% [11]. Con theo Mori va
cong su, cling cung cira sO thoi gian va liéu lugng, ty 16 tai thong hoan toan va

gan nhu hoan toan dong mach nao gitta trén phim cdng hudng tr mach mau
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sau 6 gio 1a 51,7% va sau 24 gio 1a 69% [131].

Theo Kimura va cong su, tai thong sau 1 gid didu tri Alteplase tinh
mach c6 41,2%, trong do, tinh ri€ng tai thong dbi voi tic dong mach nao gitra
doan M1 13 46,3%, 47,4% ddi véi doan M2 va 29% véi tic dong mach canh
trong [132]. Tuong tu, theo Mazighi va cong su, ty I¢ tai thong dong mach
canh 1a 30% va cac vi tri khac 1a 69% [133].

Nhin chung, kha ning tai thong mach mau bang thudc tiéu huyét khdi
ddi voi dong mach 16n kha cao. Riéng vdi dong mach nao gitra, ty 1€ dat duogc
tai thong khoang trén dudi 50%, tiy vao timg nghién ciru va thoi diém danh
gia. Két qua tai thong trong nghién ctru ciia chung t6i thap hon nghién ctru
ctia Mai Duy Tén [11] va Mori [131], ¢6 thé 1a do thoi gian diéu tri ciia chung
toi muon hon. Tuy nhién, khi xét k¥ hon v& vi tri tic mach, nhom bénh nhan
tac doan M2 dong mach ndo giita trong nghién ciru cia ching tdi cao hon.
Diéu nay c6 thé lién quan dén kha ning phuc hdi 14m sang trong trung va dai

han kha quan hon.

4.2.2. Két cuc lAm sang sau ba thang
4.2.2.1. Két cuc lam sang tot tai thoi diém ba thing

Vai trd 16n nhit cua Alteplase chinh 13 viéc c6 thé gitip cho ngudi bénh
c¢6 nhiéu kha nang phuc hdi cac chire ning than kinh dé trd lai cude séng binh
thuong. Theo nghién ciru NINDS, diéu tri Alteplase duong tinh mach s& co
thém 13% sd bénh nhan phuc hdi chic niang than kinh tét, twong dwong diém
Rankin stra d6i tir 0 dén 1 tai thoi diém ba thang [6].

Pé 1am sang to hon két cuc phyuc hoi 1am sang trong nghién ciru nay,
chuing t6i xin néu lai mdt s6 dic diém chon mau lién quan dén t6i thoi gian
diéu tri mo rong tir 3 1én dén 4,5 gio va sir dung licu thip. Mot 13, nghién ciru
ctia chung t6i d3 loai cac truong hop trén 80 tudi vi li do chdng chi dinh. Hai

13, loai nhitng bénh nhan c¢6 tién sit nhoi mau nao két hop voi dai thao duong.
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Ba 1, loai khoi mau cac truong hop dang dung chéng dong. Va sau clng

nhung rat quan trong la, trong giai doan ntra sau ctia qua trinh lay mau,

phuong phap diéu tri két hop tiéu huyét khéi tinh mach va can thiép lay huyét

khéi duong dong mach da duoc chimg minh c6 loi, nén c6 nhiéu trudng hop

budc phai loai khoi nghién ctru, chuyén sang can thiép két hop hodc bic cau.

Chung t6i chi thu nhan nhing truong hop diéu tri tiéu huyét khdi don thuan.

Maic du c6 mét so di€ém khac nhau nhung diéu tri ti€éu huyét khoi van to ra cé

loi khi da mé rong thoi gian di€u tri. Piéu nay duogc thé hién qua cac so li¢u

thong ké sau day,(bang 4.7):

Bing 4.7: Két cuc lim sang cuia cdc nghién ciru theo thang diém ddnh
gid tan tdt Rankin svwa doi (mRS) tai thoi diém 3 thang (%)

Tac gia/nghién ctiru 0-1 2-3 4-5 6
ECASS 3, gia dugc, 3 - 4.5 gio [7] 45,1 | 27,8 | 189 | 82
ECASS 3, liéu chuén, 3 - 4.5 gio [7] 524 | 234 | 174 | 6,7
Chung toi, liéu thap, 3 - 4.5 gio 52,53 131,31 | 8,08 | 8,08
Lé Van Thanh, lidu chuén, 0 - 3 gid [105] 43 8
J— ACT, liéu thap, 0 - 3 gid [9] 36,9 53,4 9,7
Mori va cong su, liéu thap, 0 - 3 gio [131] | 46,6 51,7 1,7
Mai Duy Ton, liéu thap, 0 — 3 gio [11] 51,51 125,76 | 19,7 | 3,03
Nguyén H.Thang, liéu chuan, 0 — 3 gid [68] 45 27 16 12
Nguyen T.H, liéu thap, 0-3 gid [12] 56,3 41,7 2,1
NINDS gia dugc [6] 26 | 26 27 | 21
NINDS liéu chuén [6] 39 | 21 23 17
ENCHANTED liéu chuén, 0 -4.5 gio [13] 48,9 | 254 | 150 | 10,6
ENCHANTED liéu thap, 0-4.5 gio [13] 46,8 | 28,7 | 158 | 8,7
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SITS-MOST [134] 38,9 49,8 11,3

Quan trong nhét, chung t61 ghi nhan ty 1€ bénh nhan phuc hdi chirc nang
than kinh t6t, twong duong diém Rankin stra doi tir 0 dén 1 tai thoi diém ba
thang 1a 52,53%. Piéu d6 c6 nghia 14 nhiing bénh nhan nay co thé tré vé vai
cudc sdng hang ngay hoan toan binh thudng hodc chi voi cac khiém khuyét
chirc nang & mirc t6i thiéu. Két qua phuc hoi tot twong duong véi thir nghiém
lidu chuan, mé rong cira s6 diéu tri ECASS 3 (52,4%) [7], va nghién ctru lidu
thdp cia so trong 3 gid cua Mai Duy Tén (51,51%) [11], nhung thdp hon
khong déng ké so vai két qua ciia Nguyén Huy Thang (lidu thap, 56,3%)[12].
Néu so véi cac nghién ctru khac, két cuc 1am sang t6t trong nghién ciru cua
chung t6i cao hon (bang 4.7). Tir bang so sanh trén cho thiy, két cuc 1am
sang c6 dic diém khong dong nhat. Thuc té nay c6 thé do mot sé nguyén
nhan quan trong. No6i dung hon, ludn ¢ nhiéu yéu té ddng thdi va twong tac

v61 nhau, c6 thé ké dén, do la:

- Yéu tb tudi: Tudi trung binh cang cao, kha ning phuc hdi tét co xu
hudng cang gidm va gia tang ty I¢ tir vong. Cac nghién ctru ¢ cac nudc
phat trién c6 tudi tho cao va tudi trung binh trong cac nghién ctru ciing
cao hon so véi Viét Nam. Ngoai ra, khi m¢ rong ctra s6 diéu tri budc
phai loai nhém tudi trén 80.

- Piém NIHSS: Piém NIHSS thé hién mirc d6 nang nhe ctia d6t quy nio
trén 1am sang. Diém cang cao, lam sang cang ning. Cac nghién ctru c6
diém NIHSS cao hon thuong c6 két cuc tt thap hon va ty 1é tir vong
cao hon. Chang han nhu, thir nghiém NINDS c6 diém NIHSS trung
binh 1a 14, phuc hoi tot 39%, tir vong 17%. Trong khi d6, thir nghiém
ECASS 3 ¢6 NIHSS trung binh 11 diém, phuc hoi tot 52,4% va tir vong
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6,7% [6],[7].

- Thoi gian diéu tri: Piéu tri cang sém kha ning tai thong va hoéi phuc
cang cao. Tuy nhién, khi mé rong ctra s6 diéu tri thi phai loai cac bénh
nhan c6 dién tich nhdi mau 16n hon mot phan ba dong mach nio giira
va mot s6 chong chi dinh [7].

- Yéu t6 mau nghién ctru: Cac nghién ctru tng dung thuong c¢6 miu nhé
nén tinh dai dién con han ché, sai sb cho phép co thé dén 0,1. Nhirng
mau c6 ty 1& bénh mach nho cao thi kha ning dat phuc hdi tdt cao hon.
Ngoai ra, con ¢6 nhiéu thanh phan anh huong dén mau nghién ctru.

4.2.2.2. Két cuc tir vong tgi thoi diém 3 thang

Ty 1¢& tir vong véo thoi diém ba thang trong nghién ctru cta chiing t6i do
tat ca cac nguyén nhan 1a 8,08%, twong duong voi két qua cua nghién ciu
ENCHANTED liéu thap (8,7%) [13], Lé Van Thanh (8%) [105], va thap hon
két qua cua SITS-MOST (11,3%) [134], NINDS (17,3%) [6], J-ACT (9.7%)
[9] va mot s6 nghién ctru khac (bang 4.7). Tuy nhién, ty 1& tir vong trong
nghién ctru cta ching tdi cao hon coéng bd ctia Mai Duy Tén (3,03%). Co
nhiéu nguyén nhan c6 thé 1y giai cho két qua nay nhu da néu trén. Nhung tuu
trung lai, dac diém chung ¢ cac bénh nhan tor vong l1a ¢ mirc do nhdi mau
ndo ning, tit ca cac truong hop déu c6 diém NIHSS trén mic trung binh,
trong d6 chil yéu thuéc nhém trén 15 diém. Nguyén nhan noi bat thudng lién
quan dén suy tim, hep van hai 14, tic dong mach nao gifra, chdy mau nao, dai
thao dudng va khong c6 tai thong mach. Tat ca cac truong hop tir vong déu
trong thang dau, phan 16n trong hai tuin dau. M6 ta chi tiét vé cac yéu t6 lién
quan dén tir vong s& dugc trinh bay trong phan ban luin vé cac bién cb bat loi.
4.2.2.3. Chay mau ndo co triéu chung

Chay méau ndo c6 triéu chimg 1a bién chimg dang quan ngai nhat sau

diéu trj tiéu huyét khdi vi ¢ lién quan dén ty 18 tir vong va tan phé cao [135].
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Trude day, mot s tac gia cho rang ty 1& chay mau ndo ¢ cac bénh nhan chau
A cao gip hai 1an so véi cac qudc gia & chau luc khac [136]. Nhung hién nay,
sau khi thir nghiém ENCHANTED [13] dugc cong bd nim 2016, quan diém
trén khong con dugc déng thuan ntra.

Bién chimg chay mau ndo c6 triéu ching trong thir nghiém NINDS 1a
6,4% [6]. Cac thir nghiém va nghién ctru tmg dung sau d6 cho thay ty 1é nay
thap hon. Quan trong hon, dui c¢6 chay mau nio cao hon nhom déi ching, ty 18
tir vong ctua nhom dung Alteplase déu thap hon.

C6 nhiéu cach phan loai tinh trang chay méau nao sau diéu tri rtPA da
duogc ap dung trong cac thir nghiém lam sang. Nghién ctru ECASS I [137]
phan loai chay mau nio dua trén hinh anh chup cit 16p vi tinh so ndo. Phan
loai nay chia chay mau ndo thanh bdn mirc do, bao gdbm: Nhdi mau chuyén
dang chay mau loai 1 (hemorrhagic infarct type 1- HI 1), 1a chdy méau nho
dang chim doc theo ving ria cua 6 nhdi mau; loai 2 (HI 2) 1a chay mau nho
dang chidm nhiéu noi tao thanh khdi trong 6 nhéi mau nhung khong giy hiéu
mg choan chd. Chay mau tao khéi mau tu trong nhu mé ndo (Parenchymal
Hematoma - PH): Loai 1 (PH I), 1a khéi mau tu dudi 30% vung nhdi mau va
¢6 hiéu tng choan chd it; loai 2 (PH II), 1a khdi mau tu trén 30% 6 nhdi mau
va c6 hiéu ung choan chd 1d. Nguoc lai, cac tac gia ciia nghién ciru NINDS
phan loai dya trén tinh trang 1am sang ctia bénh nhan [108]. Theo do, bat ké mirc
dd, chay mau nao déu duoc chia thanh 2 loai: C6 triéu chung, duoc dinh nghia khi
c6 hinh anh chay mau trén phim chup cét 16p vi tinh ndo kém theo tinh trang 1am
sang x4u di; va chiay mau ndo khong triéu chimg, dugc dinh nghia khi c6 hinh anh
chay méu trén phim nhung khong kém theo tinh trang 1dm sang xau di.

Hai cach phan loai néu trén déu co nhuoc diém: Phan loai theo ECASS I
khong cung cap duoc thong tin vé tinh trang 1dm sang, nguoc lai phan loai

NINDS lai khong ghi nhan duoc anh huéng cua hién tuong phu ndo déi véi
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tinh trang 1dm sang ctia bénh nhan. Pé tranh duogc nhimng khuyét diém nay,
cac tac gia trong nghién ctru ECASS 2 [138] di dua ra dinh nghia vé chay
mau ndo co tridu chimg méi, d6 1a: Co hinh anh chay mau trén phim cét 16p vi
tinh so ndo lién quan vdi tinh trang 1am sang xau di, biéu hién bang diém
NHSS ting tir 4 diém tré 1én. Trong nghién ctru nay, chung t6i tham khao cac
cach phan loai, nhung tap trung vao phan loai ECASS III [7] vi tinh tuong
ddng vé thoi gian diéu tri, chi khac vé lidu luong. Phéan loai ECASS III chi b
sung thém vao ECASS II mot diém, d6 1a: Lam sang x4u di phai do chay mau
ndo gay ra mot cach cé wu thé 1 rang, tirc phai loai cac yéu td nhidu khéc.

Tat ca 15 truong hop chuyén dang chay mau ndo trong qua trinh nam
vién, thuc chét 1a trong 36 gid dau sau diéu tri. Trong d6, chiay mau ndo
khong tri¢u chimg c6 12 truong hop (12,12%), chdy mau ndo co tri¢u chirng
xay ra o 3 truong hop, chiém 3,03% theo dinh nghia cia ECASS III. Néu theo
dinh nghia cua NINDS, ECASS II, va SITS - MOST thi ty 1& chay mau nao cé
tri¢u ching lan lugt 1a 5,05%, 4,4% va 2,2% (bang 3.29). Nhu vay, ty 1¢ chay
mau ndo co triu chimg cua chung t61, khi xét cung mot tiéu chi, cao hon thir
nghiém ECASS III [7], SITS — MOST [134], nhung thip hon NINDS [6] va
ECASS 11 [138] (bang 4.8).

Bang 4.8: So sanh ty 1¢ chday madu ndo giira cdac nghién ciru

Chay méau ndo sau diéu tri Alteplase

Nghién ctru

Khong triéu chung Cé triéu chung
NINDS (n = 624) [6] 4,2 6,4
ECASS II (n = 800) [138] 37,8 8,9
ATLANTIS (n =613) [139] 11,3 6,7
Mai Duy Tén (n = 66) [11] 1,52 1,52
Nguyén Huy Théng (n = 152) [68] 2,6 4,6

ENCHANTED liéu chuén [13] - 1,0
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ENCHANTED liéu thép [13] - 2,1
ECASS I1I [7] 2,.6 2.4
SITS — MOST [134] - 1,7
Chung t6i (n = 99) 12,12 3,03

Chay mau ndo thuong xdy ra trong vong 24 gio. Trong thir nghiém
NINDS, 36,36% sd bénh nhan chay mau nio xay ra trong 12 gio dau, tat ca
cac truong hop con lai déu xay ra trong 24 gio dau. Chay mau ndo co tridu
chtng thuong c6 lién quan dén nguy co tir vong hodc tan tat ning. Theo thir
nghiém NINDS, 68,18% truong hop chdy mau ndo cé triu ching t&r vong
trong ba thang dau, ba trudng hop c6 diém Rankin stra d6i tir 4 dén 5, chi ba
truong hop diém Rakin sira doi tir 0 dén 1 tai thoi diém ba thang [6].

Trong nghién ctru cua chung t6i1, trong ba bénh nhan chay mau nao co
triéu chimg lién quan dén tir vong trong thang dau, hai truong hop con lai
nam trong bénh canh l1am sang ning do nhiéu bénh 1i va rdi loan kém theo.
Piéu nay ciing phii hop véi phat hién cua Ringleb, theo d6, ty 1¢ tir vong lién

quan dén chay mau ndo c6 triéu chimg 1a 75% [140].

4.3. CAC YEU TO TIEN LUQNG HOI PHUC CHUC NANG THAN
KINH TAI THOI PIEM BA THANG

Trong cac nghién ctu tién luong trude day, nhidu tac gia cho rang, mot
s6 yéu td sau day c6 gia trj tién luong doc 1ap két cuc 1am sang trong diéu tri
Alteplase dudng tinh mach, bao gdm: Tudi, gi6i tinh, thoi gian ctra s6 diéu tri,
muc huyét ap, duong huyét truge diéu tri, mic do nang cua nhdi mau néo tinh
theo thang diém NIHSS va thay d6i som trén phim chup cit 16p vi tinh so ndo
do ton thuong thiéu mau cuc bo [86],[81],[141].
4.3.1. Phan tich don bién cac yéu to c6 thé lién quan dén két cuc ba thang
4.3.1.1. Lién quan giita yéu té tudi, gidi va két cuc lim sing

Tubi: Ching t6i da khong ghi nhan duogc su khac biét vé ty 1é phuc hoi



134

lam sang tot giita cac nhom tudi, tai cac diém cat 50, 60 va 70 tudi, véi p 1on
hon 0,05 (bang 3.32). Trong nghién ctiru cia Nguyén Huy Théng, tic gia co
ghi nhan khuynh hudng c6 loi vé kha ning dap tng voi diéu tri ¢ nhom tudi
dudi 70 so véi trén 70 tudi, v6i ty 1& bénh nhan c6 diém Rankin sira d6i tir 0
dén 1 tai thoi diém ba thang 1an luot 13 79,4% va 20,6%. Tuy nhién, su khéc
biét nay khong cé y nghia théng ké (p= 0,263) [68]. Nguoc lai, theo Mai Duy
Tén, tudi dudi 70 1a yéu té anh hudng dén két cuc c6 loi cua bénh nhan, véi p
nhé hon 0,05 [11]. Tuong tu, cac nghién ctru cua Mishra [142], Chao [66] va
Ford [143] ciing cho thay, tudi dudi 70, ddc biét 1a dudi 60 tudi 13 yéu t6 lién
quan dén két cuc tdt cho bénh nhan tai thoi diém ba thang.

Nghién ctru NINDS chi c6 49 bénh nhan trén 75 tudi. Qua phén tich
du6i nhoém, khong ghi nhan mdi lién quan vé loi ich gitta yéu t6 tudi va didu
tri Alteplase [6]. Tuy nhién, m{t nghién ctru khéc tai Trung tam Dot quy ndo
Bichat, cac tac gia ghi nhan ty 1€ bénh nhan phuc hdi kém cao hon rd rét &
nhom bénh nhan trén 80 tudi (64% so v&i 22% & nhom dudi 80 tudi, p nhod
hon 0,0001) [144].

Nghién ciru ciia chiing t6i dé loai nhirng trudng hop trén 80 tudi vi li do
an toan d6i v4i bénh nhan khi mé rong cua s6 diéu tri. Cho nén, su so sanh
két qua cac nghién ctru chi mang tinh tham khao. Mic du vay, hién nay van
chua c6 du bang chimg vé mdi lién quan giira yéu té tudi va loi ich cua diéu
tri Alteplase duong tinh mach. C6 thé, nguyén nhan chinh 1a do s6 lwong bénh
nhan cao tudi trong cac thir nghiém va nghién ciru tmg dung con rat han ché.

Gidi: Mot sd nghién ctru cho thay, gidi tinh 1a mot yéu td tién lugng
doc 1ap ddi voi két qua diéu tri tiéu huyét khéi dudng tinh mach. Mot phan
tich gop, bao gém cac nghién ciru NINDS, ATLANTIS va ECASS II chi ra
rang, nit gidi co dap Gng t6t hon véi Alteplase dudng tinh mach so v6i nam

gidi [6],[139],[138]. Ly giai diéu nay, mot s tac gia cho rang sy khac biét vé
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dic tinh di truyén & giGi nir c6 thé gitp lam tang tac dung ciia Alteplase [86].
Ngoai ra, sy hién di€n cua estrogen, la mot chét c6 kha nang bao vé¢ té bao
ndo da duoc ghi nhan qua cac thir nghiém trén mé hinh dong vat, ciing ¢ thé
gitip cho viéc cai thién két qua cho cac bénh nhan nix [145].

Trong nghién ciru ctia ching t6i, ty 16 phuc hoi tot & hai nhom bénh nhan
nam va nit khong co su khéac biét dang ké. Qua phan tich don bién, chiing t6i
khong ghi nhan su khéac biét co ¥ nghia théng ké vé két qua phuc hdi tét (OR
= 1,09, p = 0,827) (bang 3.32), mic du nhom bénh nhan nam c6 ty 1& hdi
phuc tdt cao hon. Két qua nay tuong tu nhu nhan dinh ciia Lé Van Thanh, khi
tac gia khong ghi nhan duoc méi lién quan gitra gidi tinh va két qua diéu tri
[105]. Trong khi d6, Nguyén Huy Théng lai nhan théy su khac biét c6 y nghia
vé két qua phuc hdi chirc ning than kinh tot & nhom nam cao hon nit véi ty 18
lan luot 1a 63,2% va 36,8% (p = 0,027) [68]. Trai lai, Arnold da khong ghi
nhan duoc su khac biét vé ty 18 tai thong & hai giéi nam va nir sau diéu tri
Alteplase duong tinh mach trén cac bénh nhan bi tac dong mach nao gifra va
dong mach canh trong [146]. Ngoai ra, do1 khi su khac bi¢t vé két qua phuc
hdi theo gidi tinh co thé chi do yéu t6 ngiu nhién.
4.3.1.2. Lién quan giiva thoi gian cira sé diéu tri, diém NIHSS véi két cuc
lam sang

Cira so diéu tri: Theo Saver, sau khi xdy ra tinh trang tic nghén tai
dong mach ndo gitra, cir mdi phut troi qua s& co khoang 1,9 triéu té bao than
kinh bi chét di néu dong mach bi tic chua duoc tai thong [147]. Do vdy, diéu
tri tiéu huyét khéi nén duoc bit dau sém sau khi nhdi mau ndo khoi phat.
Hiéu qua cua diéu tri c6 lién quan mat thiét voi khoang thoi gian ké tir luc
khai phat triéu ching dén khi bat dau duoc diéu tri [82]. Mot phan tich dua
trén céac dit liéu cta ngién ctru NINDS cho thiy, loi ich cua diéu tri Alteplase

duong tinh mach s€ cang 16n néu viéc diéu tri duoc bat dau cang sém [148].
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Trong nghién ctru nay, ching t6i chi thu nhan va tién hanh diéu tri &
thoi diém sau ba gid tinh tir khi khoi phat triéu ching, vi vay khong c6 nhiéu
s6 lidu tuong tur tir cic nghién ciru khac. Tuy nhién, khi khao sat su lién quan
dén tién luong & cac mdc thoi gian cira s 210 phit va 240 phut, chung toi
khong tim dugc mdi lién quan giita yéu td thoi gian diéu tri va két qua phuc
hoéi chtrc nang than kinh tai thoi diém ba thang (bang 3.33). Két qua nay
trong dong véi ghi nhan ctia Nguyén Huy Thing [68]. Nguyén nhan co thé
do sb luong bénh nhan tham gia chua du 16n va nhém diéu tri & thoi diém sau
240 phut con qua it.

Piém NIHSS lic nhip vién: Thang diém NIHSS dugc xem la mot
trong nhitng thong sé danh gia mirc do ning cua nhdi mau ndo mot cach chinh
xéac nhit va dugce sir dung trong hau hét cic nghién ciru vé dot quy ndo. Diém
NIHSS ting dan tuong ung véi mitc dd ning cua dot quy ndo. Thang diém
NIHSS dugc st dung trong tat ca cac nghién ctru 16n, vi du nhu NINDS,
ECASS III, ENCHANTED. Theo Demchuk, thang diém NIHSS 1a yéu t6 tién
lwong quan trong nhat trong diéu tri rtPA dudng tinh mach [81].

Khi khao sét tai cic mdc diém NIHSS tir 10 dén 20 diém, ching t61 nhan
thdy, nhém bénh nhan c6 diém NIHSS dudi 16 diém co ty 1¢ tién luong t6t
cao hon mot cach ¢ ¥ nghia so véi nhom tir 16 diém tré 1én (OR = 5.63, p =
0.004), (bang 3.33). Theo Nguyén Huy Thing, nhém bénh nhan dudi 14 diém
c6 tién luong t6t hon nhom tir 14 diém tré 1én [68]. Trong khi d6, theo Mai
Duy Tén, Mustanoja va cong su, nhom bénh nhan c¢6 diém NIHSS dudi 12
diém c6 tién lugng t6t cao hon modt cach co y nghia, va diém NIHSS cang
thap thi kha niang phuc hoi tét cang cao [11],[84].

Theo s liéu cua nghién ciru NINDS, nhitng bénh nhan dot quy ndo mirc
do nang vaéi thang diém NIHSS cao van co két qua t6t hon néu duoc diéu tri

Alteplase, so véi nhoém bénh nhan c6 diém NIHSS tuong duong dugc diéu tri
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gia dugc. Mic du vay, két qua chung & nhém bénh nhéan nay thuong kém hon
cac bénh nhan c¢6 NIHSS thap. O nhom bénh nhan c6 NIHSS trén 10 diém,
chi c6 29% bénh nhéan dat diém Rankin sta doi tir 0 dén 1 tai thoi diem ba
thang & nhom diéu tri Alteplase, cao hon dang ké so vdi ty 1& 17% & nhém
diéu tri gia duoc [6].

Mot trong nhiing 1y do khac nita d6 1a mbi lién hé giira diém NIHSS va
tinh trang tic dong mach 16n trong so. Trong nghién citu PROACT [149], cac
tac gia da ghi nhan mdi lién hé chit ché giita thang diém NIHSS va tinh trang
tac cac dong mach 16n trong so khi 87% cac trudng hop NIHSS trén 10 diém
déu co tinh trang tic cac dong mach 16n di kém. Con theo Nakajima ty 1¢ nay
1én dén 97%, chi c6 3% truong hop NIHSS trén 10 diém ma khong kém theo
tinh trang tic cac dong mach 16n [150].
4.3.1.3. Lién quan giita yéu té tién sir bénh véi két cuc lim sang

Pai thao dwong: Hau hét cac bénh nhan dai thiao dudng khi nhip vién
déu co tinh trang ting dudng huyét. Tuy nhién, khong phai tit ca bénh nhan
tang duong huyét khi nhap vién déu mac dai thao duong. Mot sd nghién ciru
chi ra rang, ting duong huyét thuong lién quan dén cac két cuc bat loi, dic
biét 14 tang nguy co chuyén dang xuat huyét, tan phé, ting chi phi chim soc
suc khoe va tang nguy co tir vong. Theo Desilles va cong su, dai thao dudong
va tang duong huyét lién quan doc 1ap dén tién luong tdi ctia bénh nhan dung
Alteplase. Tuy nhién, hién tai khong c6 nhiéu nghién ctru danh gia két qua va
bién chung & cac bénh nhan duoc diéu tri thudc tiéu huyét khdi c6 kém theo
tinh trang ting duong huyét [151],[152],[153].

Mot nghién ctru khac lai cho thdy ting duong huyét co lién quan dén
viéc lam tang thé tich 6 nhdi mau [154]. Méc du vay, cac tht nghiém lam
giam muc dudng huyét trong giai doan cip duoc tién hanh gan day da khong

chirng minh dugc sy céi thién két cuc 1am sang so véi nhom khong duge kiém



138

soat chit chd mirc duong huyét. Piéu nay cho thiy su can thiét phai c6 cac dir
liéu thém nita vé& mbi lién hé gitra mirc dudng huyét va dot quy ndo cép, dic
biét & cac bénh nhan duwgc didu tri tiu huyét khdi. Cac nghién ciru
ATLANTIS [139], ECASS 1 [137] va ECASS 1II [138] da khong chiing minh
duoc mot mdi lién hé c6 ¥ nghia giita ting dudng huyét véi tinh trang xut
huyét nao co tri¢u chimg. Vi vay, hién chua c6 du dir liu cho viéc khuyén
c4o khong st dung Alteplase trén cac bénh nhan c6 mirc dudng huyét cao, trir
khi mtrc dudng huyét trén 22.2mmol/L.

Nghién ctru ctia ching t6i cho thy, nhom bénh nhéan c6 dai thio duong
dat ty 1& phuc hoi chirc nang than kinh khong tét cao hon mot cach c6 ¥ nghia
so voi nhom khong méc dai thdo duong, véi ty xudt chénh OR = 31,64, p =
0,001(bang 3.34). Trong khi d6, nghién ciru ciia Nguyén Huy Thing khong
ghi nhan dugc mbi lién hé c6 y nghia giita tién st dai thao duong va két qua
diéu tri, twong tu v6i két qua trong mot phan tich gop ctia Meurer [68]. Tuy
nhién, sy so sanh nay ciing mang tinh twong d6i, vi khac véi chung t6i, hai
nghién ciru trén diéu tri tiéu huyét khdi trong vong 3 gid dau. Mat khac, ¢o
thé do ¢& miu nhoé nén nghién ctru ciia chung toi chua phan anh chinh xéc
mbi lién hé gifrta dai thao duong va két cuc ¢o loi cua bénh nhan. Vi vay, cac
nghién ctru tiép theo vé van dé nay 1a rat can thiét.

Tién sir ting huyét ap va rdi loan lipid mau: Ting huyét ap thudng
lién quan dén sy gia ting bién chimg chay mau ndo. Theo Demchuk va cong
su, bénh nhan huyét 4p binh thudng trude diéu tri Alteplase c6 két cuc tét hon
[81]. Con theo Miller va cong su, huyét ap khong kiém soat tot 1am ting nguy
co chay mau ndo. Vi vy, nhiing bénh nhan ting huyét ap trén 185/110
mmHg phai duoc diéu tri ha ap cip ctru dé dép ung tiéu chuan ngay trudc khi
dung thudc Alteplase. Rdi loan lipid mau ciing rat thuong gip ¢ bénh nhan

dot quy nhdi mau ndo. Céc thir nghém 1am sang trudc day khong dé cap dén
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su khac biét tién luong giita hai nhom c6 va khong c6 tang huyét ap ciing nhu
r6i loan lipid mau c6 vai trd gi trong tién lwong hay khong. Mic du vay,
chung t6i dd khao sat liéu tién sir ting huyét ap va rdi loan lipid mau c6 lién
quan hay khong dén két cuc ctia bénh nhan nghién ctru. Két qua 13, chiing toi
khong ghi nhan duoc vai trd tién lugng cua hai tién st bénh néu trén (bang
3.34). Thong ké nay ciing twong ty nhu céng bd cia Nguyén Huy Thang [68].

Rung nhi va huyét khéi tir tim: Bénh nhan rung nhi thudng lién quan
dén tang huyét ap hodc bénh 1i van tim, suy tim. Hiu qua cta rung nhi dan
dén hinh thanh huyét khdi trong budng tim va phan 16n giy thuyén tic & dong
mach ndo giita. Ban than rung nhi khong quyét dinh mirc d6 ciia nhdi méau
ndo nhung hau qua cua né thuong ning né nén no 1a yéu t lién quan gian tiép
rat dang dugc quan tim, khong nhimg ddi voi kha nang phuc hoi t6t ma con
dbi voi nguy co bién chimg khéc.

Nghién ctru ctia chung toi c6 22 trudong hop huyét khéi tir tim va déu co
rung nhi. Trong sb d6 chi c6 7 truong hop phuc hoi t6t sau 3 thang. Nguoc
lai, & nhém khong cé rung nhi, c6 45/77 s6 bénh nhan phuc hoi tot. Su khac
biét nay co ¥ nghia thong ké, véi OR = 3,01, p = 0,031 (bang 3.35). Két qua
nay twong dong véi ghi nhan cia Nguyén Huy Thang [68]. Tuy nhién, theo
Saposnik va cong sy, rung nhi 13 yéu td tién luong tir vong va bién ching
chay mau ndo dbi v6i bénh nhan dung thudc tiéu huyét khéi, nhung khong co
vai tro ddi voi két cuc khong t6t ndi chung [83]. Con theo Christina Steger va
cong su, rung nhi 12 yéu td tién luong khong tét d6i voi két cuc cua bénh nhan
nhdi mau néo [155].
4.3.1.4. Lién quan giita tic dpng mach ndo giita véi két cuc lim sing

Niam 2002, Alexandrov va cong sy da cong b két qua diéu tri Alteplase
duong tinh mach trén 60 trudng hop tic doan M; va M, dong mach ndo gitta

va theo ddi tai thong bang k¥ thuat siéu am xuyén so. Két qua cho thay, 30%
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truong hop dat tai thong hoan toan, 48% tai thong mot phan va 22% truong
hop con lai khong ¢6 hiéu qua [156].

Mot trong nhimg han ché cua diéu tri Alteplase duong tinh mach 1a kha
nang that bai kha cao dbi vdi cac trudong hop tic cac dong mach 16n trong so.
Ty 18 tai thong mach mau sau diéu tri dudng tinh mach chi vao khoang 10%
ddi voi tic dong mach canh trong, 30%-40% dbi voi tic doan géc dong mach
ndo gitta, va khoang 45% trong trudng hop tic dong mach than nén [157]. Do
viy, két qua phuc hdi sau ba thang & nhém bénh nhan c6 tic dong mach 16n
trong so thudng kém hon nhiéu so véi cac nhém bénh nhan khac.

Trong nghién ctru ctuia ching to1, ty 1€ phuc hoi tét & nhom tic dong
mach ndo giita thip hon c6 ¥ nghia so v6i nhém bénh nhan khong tic dong
mach nao gitra, voi OR = 4,67, p = 0,001 (bang 3.35). Phan tich nay phu hop
v6i ghi nhan ctia Nguyén Huy Thing [68], véi két cuc phuc tét tai thoi diém
ba thang cua bénh nhan bi tic dong mach nao gitra 1a 18,8% so vd1 nhém
bénh nhan khong tic dong mach nio gitta c6 ty 1& 63,6%. Két qua nay ciing
phu hop vé1 nghién ctru ciia Rubiera [158]va Nakashima [125], theo do, chi
c6 14,9% va 25% bénh nhan bi tic dong mach nao gitra co két qua tdt tai thoi
diém ba thang sau diéu tri rtPA duong tinh mach.
4.3.1.5. Lién quan giita dic diém hinh anh hoc trén phim chup cit l6p vi
tinh véi két cuc lim sang

Dot quy nhdi mau ndo sé& dan dén hién tugng tiang thanh phan nudc cuc
bd trong nhu mod ndo. Biéu hién sém trén phim chup cit 16p vi tinh 14 hinh
anh gian tiép nhu: Mat ranh gi6i cht xam va chat tring, x6a ranh cudn ndo,
x6a dai ruy bang thuy dao.. . Ngoai ra, con c6 mot sd dau hiéu dic trung cta
tac mach 16n nhu: Dau hiéu ting ty trong dong mach ndo giita dang dai
(hyperdense sign) va dang cham (dot sign)...Cac biéu hién nay trén phim

dugc xem la dau hi€éu sém cua ton thuwong nhu md nao va thuong lién quan
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mét thiét dén thé tich vung nhdi méau ndo sau cung néu mach mau bi tic
khong dugc tai thong kip thoi [159]. Dau hiéu sdm cang nhiéu va cang rd
rang dong nghia véi ton thuong cang rong va tién luong cang ning. Vi vay,
luong gia duge muc do ton thuong sdm dong vai tro rat quan trong.

Trudc khi ra doi thang diém ASPECT, viéc danh gia tién lwong trén
hinh anh chup cét 16p vi tinh thuong dya vao “quy tic ton thuong mot phan
ba dong mach ndo giita”. Tuy nhién quy tic nay khé thuc hién, thiéu tinh su
théng nhat va d& bo sot ton thuong. Trong khi d6, thang diém ASPECT da
khic phuc dugc cac nhugc diém nay [96]. Xuit phat tir thuc té trén, ching to1
lwa chon khao sat hai tham s6 1a: Bat thuong trén phim chup cit 16p vi tinh va
diém ASPECT.

Trong nghién ctru cia ching t6i, nhém bénh nhan c6 hinh anh chyp cét
16p vi tinh ndo bat thudng dat mic phuc hoi tét thdp hon mot cach co y nghia
khi so sanh don bién v6i nhom co6 bat thuong, OR = 22,5, p = 0,001. Két qua
nay twong doéng véi ghi nhan ciia Nguyén Huy Thang [68].Tiép dén, khi khao
st tai timg mdc diém ASPECT tir thap dén cao, chung t6i thdy ring, ¢ muc
diém tir dudi 8, nhém bénh nhan nay co tién luong tdi cao hon mot cach cé ¥
nghia so voi nhom tir 8 diém trd 1én, véi OR = 16,57, p = 0,001 (bang 3.36).
Theo Tsivgoulis va cong su [97], Schroder va cong su [96], diém ASPECT
trude diéu trj cang cao thi tién luong phuc hoi tot cang cao & nhitng bénh nhan
tac dong mach ndo gitra diéu tri bang thudc tiéu huyét khbi duong tinh mach.
4.3.1.6. Vai tro ciia cdc thang diém tién lwong lim sang

Thang diém DRAGON: Két qua nghién ctru cua ching t6i cho thay,
c6 su tuong quan kha chit ché giira két cuc 1am sang sau ba thang cua bénh
nhan véi diém DRAGON lic nhép vién (bang 3.37 va biéu 3.7). Theo do,
diém DRAGON cang cao két cuc 1am sang cang t6i va nguoc lai, diém

DRAGON cang thap két cuc cang t6t. Khi phan tich hdi quy don bién lan luot
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tai cac mbc diém ching t61 nhan théy, nhém bénh nhan c¢6 diém DRAGON tur
4 diém trg 1én c6 két cyc 1am sang khong t6t (diém mRS tir 2 dén 6) sau ba
thang cao hon c¢6 ¥ nghia so v6i nhém bénh nhan c6 diém dudi 4, véi OR =
4,84, p = 0,004. Tai cac mdc diém cao hon (5 va 6 diém), sy khac biét cang rd
(p = 0,000) (bang 3.40). Nhu vy, diém DRAGON tir trén 4 c6 lién quan dén
tién lwong khong tét ciia bénh nhan sau ba thang.

Két qua nay phu hop véi nghién ciru ctia Strbian [77] va cong su, Zhang
[160] va cOng su. Theo cac tac gia, két cuc x4u cta bénh nan tang khi diém

DRAGON tang va nguoc lai.

Thang diém ASTRAL: Theo Cooray va cdng sy [78], thang diém
ASTRAL c6 gié tri trong du doan két qua khong 6t tai thoi diém ba thang va
12 thang & nhitng bénh nhan dot quy nhdi mau nio cip sau diéu tri thude tiéu
huyét khéi. T4c gia ciing cho rang, thang diém nay tién loi, chi gdm cac tiéu chi
lam sang nén rat pht hop trong danh gia tién lugng trude vién. Mot nghién ciu
khac ctia Papavasileiou va cong su [99] ciing cho thiy thang diém ASTRAL c6
do tin cay cao trong du doan két qua khong t6t va ti 16 tr vong cua bénh nhan
diéu tri tiéu huyét khdi sau nim nam. Két qua nghién ctru cta chung toi cling
cho thdy, ¢ su lién hé chit ché, tuyén tinh giita mac diém ASTRAL véi két
cuc 1am sang tai thoi diém ba thang sau dot quy (bang 3.38 va biéu 3.8).
Theo d6, diém ASTRAL cang cao, két cyc 1am sang cang toi va nguoc lai.
Chung toi ghi nhan, mbc diém ASTRAL tir 25 tr& 1én da c6 su khac biét ¢6 ¥
nghia vé ty 1¢ bénh nhan c6 két cuc khong t6t tai thoi diém sau diéu tri ba thang,

v61 OR = 14,63, P = 0,000 (bang 3.40).

4.3.2. Phan tich hdi quy da bién tim céc yéu t6 tién lwong doc lap két cuc
lam sang 3 thang.
Theo két qua phan tich hdi quy don bién nhu d ban luan néu trén, cac

yéu t6 co thé lién quan dén tién lugng kha ning phuc hdi khong tot (diém
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mRS tir 2 d&én 6) c6 thé 1a: Piém NIHSS lac nhap vién tir trén 16 diém, dai
thao dudng, huyét khéi tir tim, rung nhi, tic dong mach nio giita, bat thuong
trén phim chup cit 16p vi tinh, diém ASPECT tir dudi 8 diém, diém
DRAGON ttr 4 tr¢ 1én va ASTRAL tir 25 tr¢ 1€n. Tuy nhién, sau khi phan tich
hdi quy da bién dé loai cac yéu td gy nhidu chiing t6i nhan thiy, chi c¢6 5 dic

diém (yéu t6) sau day co gia tri tién lugng doc 1ap (bang 4.9):

Bing 4.9: Cdc yéu té tién lwong déc ldp két cuc lam sang 3 thing

Pic diém OR p 95 % CI

Khong
Dai thdo duong 35,44 0,003 3,42 - 367,35
Co

Hinh 4nh sém trén | Binh thuong
6,84 0,043 1,06 — 44,04

phim cat 16p vi tinh | B4t thwong

> 8

DPiém ASPECT 15,94 0,013 1,79 — 141,96
<8
<4

Diém DRAGON 0,42 0,013 0,003 — 0,51
>4
<25

Piém ASTRAL 13,65 0,01 1,85 - 100,51
>25

Két qua nghién ctu cua ching t6i cho thiy, dai thao duong, hinh anh
chup cit 16p vi tinh bat thuong, diém ASPECT duéi 8, diém DRAGON tir 4
diém tro 1én va diém ASTRAL tir 25 diém trd 18n 1a cac yéu t6 c6 thé tién
luong doc 1ap kha ning phuc hoi 1am sang khong t6t sau ba thang, twong tng

voi diém Rankin stra doi tir 2 dén 6, & bénh nhan dot quy nhéi mau nado cap
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diéu tri bang Alteplase lidu thap.

V& dai thao duong, theo Demchuk va cong su [81], c6 nhiéu yéu td tién
lwong doc 1ap két cuc cua bénh nhan diéu tri tiéu huyét khéi, d6 1a: Mirc diém
NIHSS, tién sir dai thdo duong, huyét ap, va hinh anh chup cat 16p vi tinh.
Tuy nhién can c6 thém cac nghién ctru khac dé l1am rd két ludn trén. Nhan
dinh nay ciing twong dong v&i Davar Nikneshan va cong su [90], theo do, tac
gia da cho rang, bénh nhin d6t quy nhdi mau ndo cép cé tién sir dai thao
duong khi diéu trj tiéu huyét khoi co tién luong toi hon nhom méc dai thao
duong. Tuong tu, theo Shihab va cong sy [91], ca tién str dai thao duong va
tang dudng huyét cip tinh sau dot quy nhdi mau ndo cap déu la yéu td tién
lwong bit loi cho bénh nhén diéu tri Alteplase.

Vé thang diém ASPECT, Theo Hill va cong su [161], diém ASPECT tir
8 diém tro 1én c6 nhiéu kha ning hudng loi tir liéu phap dicu tri tiéu huyét
khéi tinh mach va dong mach. Nguoc lai, diém ASPECT dudi 8 diém 1a yéu
td tién lugng tdi ddi v4i bénh nhan. Con theo Lars Thomassen va cong su
[162], thang diém ASPECT dé& ap dung, 13 cong cu c6 tinh hé thong nham
danh gia cac ddu hiéu thiéu mau cuc bd bién d6i sém trén phim chup cit 16p
vi tinh. Barber va cOng su [163] lai cho r@fmg, diém ASPECT tur dué6i 8 c¢b gia
trj tién lugng doc 1ap két cuc 14m sang khong tdt (mRS tir 2 — 6) va chay mau
ndo dbi véi bénh nhan diéu tri tiéu huyét khdi cira s6 trong ba gid. Warwick
Pexman va cong su [95] danh gia thang diém ASPECT nhu 1a mdt phuong
phap hé thdng, nhanh chéng, co tinh thuc tién cao va vugt troi so voi “quy tic
mot phan ba dong mach ndo giita”. Tuong tu, Julian Schroder két luin ring,
thang diém ASPECT rat hitu ich, d& sir dung va la cong cu tiéu chuan c6 gia tri
tién lwong bénh nhan nhdi mau ndo cap. Tuy nhién, dya trén co sé dit liéu hién co,

chua thé khéng dinh duge moc diém nao tao su khac biét co y nghia.
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Vé vai tro cia thang diém DRAGON: Nam 2013, Strbian va cong su
[77] d4 tién hanh mot nghién ctru chuan thuan tai 12 trung tim dot quy ndo &
Chéau Au. Muyc tiéu cua nghién ctru 1a danh gia kha nang tién luong cua thang
diém DRAGON trén 5471 bénh nhan diéu tri tiéu huyét khdi ¢ bénh nhan
nho6i mau ndo cap. Két qua nghién ctru cho thdy, thang diém co6 kha ning tién
luong t6t cho ca nhdi mau ndo tuadn hoan trudc va tudn hoan sau, dong thoi
gitip cho thay thudc du bao nhanh chong tién luong va dua ra quyét dinh 1am
sang phu hop, kip thoi. Theo dé, ty 1& bénh nhan c6 két cuc t6t 1a 96%, 93%,
78%, va 0% tuong ung v6i cac moc diém DRAGON 12 0, 1, 2, 3, va 8 dén 10.
Ty 18 bénh nhan co két cuc toi 1a 0%, 2%, 4%, 89%, va 97% tuong Gng voi
diém DRAGON 12 0, 1, 2, 3, 8, va 9 dén 10. Khong co su khac biét vé gidi
tinh va khu vuc tudn hoan trudc hodc sau. Nam 2016, Cooray va cong su [78]
nghién ctu trén 33716 bénh nhan va cling c6 nhan dinh tuong tu. Nam 2017,
Arthur Wang va cong su [164] da nghién ctru tng dung thang diém nay va
cho thiy, diém DRAGON tuong quan dong bién voi diém Rankin sira doi, tic
diém DRAGON cang cao tién lugng cang nang va nguoc lai, va méc diém
DRAGON tir 6 diém tré 1én danh diu su gia ting c6 y nghia két cuc x4u cua
bénh nhan. Nhu vy, ghi nhin trong nghién ctru ciia chung to1 c6 tinh tuong
ddng voi cac cong bd néu trén.

Trong nghién ctru nay, mac diém DRAGON tir 4 tr 1én lam ting nguy
co tién luong khong tot mot cach ¢ y nghia. Do s luong bénh nhan con han
ché nén chung t6i khong str dung cac phép thtr do nhay, d6 dac hiéu va mot $6
phép toan nhu dién tich dudi duong cong ROC. Bén canh do, trong nghién
clru ctia chung t6i, cach phén chia tién luong tot (mRS tir 0 — 1) va khong tot
(mRS tr 2 — 6) khac vdi cac nghién ctru vira néu. Theo do, cac tac gid phan
dinh tién lugng tt twong dwong mRS tir 0 — 2 va tién luong khong tbt tuong
duong mRS tir 3 — 6. Mic du ¢6 mot vai khac biét nhung két qua ctia nghién
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clru n6i lén tinh dong nhét vé gia tri tién luong doc 1ap cua thang diém
DRAGON.

Vé thang diém ASTRAL, theo Cooray va cOng su [78], thang diém nay
c¢6 kha ning tién lugng tot va dé ap dung do khong can cac thong s6 hinh anh
hoc. Vi vay, thang diém rat phu hop cho viéc danh gia bénh nhan trudc vién.
Theo Papavasileiou va cong sy [99], thang diém ASTRAL rat déng tin cay
trong du bao két cuc 5 nim cta bénh nhan nhdi mau ndo cip. Con theo
Gaifen Liu va cong su [98], diém ASTRAL trén 25 du béo kha nang két cuc
khong t6t 1én dén 50%. Trong nghién ctru ciia chiing t6i, diém ASTRAL tir 25
tro 1én lam gia tang ty 18 két cuc khong tot mot cach co ¥ nghia, véi ty xuat
chénh OR = 13,65, p = 0,001 va khoang tin cay (CI) 95% tor 1,85 —
100,51(khong chtra 1). Twong ty nhu tham chiéu diém DRAGON, do miu
nghién ciru cia chung toi chua du 16n va trong khudn khod nhiéu muc tiéu
nghién ctru, nén két qua trén chi 1a budce dau. Tuy nhién, khi tham khao mét
sO lwong han ché tai liéu hién c6, chiing toi thay rang tinh dong thuan giira cac
tac gid kha ro rang.

Nhu vay, nghién ctru cta chung toi dd ghi nhin cac yéu t tién lugng
doc 1ap co tinh déng thuan kha cao. Mac du vy, van con mot s khac biét vé
s6 lugng va mic do cua cac yéu td tién luwong do mdi nghién ciru déu c6

nhirng dic diém riéng vé ddi trong, phuong phap va thiét ké.

4.3.3. Cac yéu t6 lién quan dén tir vong trong ba thiang va chiay mau nio
Nghién ctru cia chung t6i c6 8 bénh nhan tir vong trong vong ba thang.
Toan b cac trudng hop tir vong xay ra trong thang dau. Trong sb cac bénh
nhan tr vong, c6 ba truong hop lién quan dén chay mau nio c6 triéu chimg, 5
truomg hop khong c6 tai thong sau diéu tri. DE 1am rd chi tiét cac yéu td lién
quan, chung t6i trinh bay cac dic diém chinh ciia 8 bénh nhan tir vong qua

bang sb liéu sau day (bang 4.10).
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Bing 4.10: MG td chi tiét dic diém ciia cdc bénh nhén tie vong

Trwong hgp 1 2 3 4 5 6 7 8
Tuodi 77 | 72 | 51 | 76 | 64 | 75 | 57 | 77
Gio1 Nam | NOt | Nam | N&* | Nam | Nir | Nir | Nam
NIHSS vao vién 16 22 16 17 15 12 20 15
Dai thao duong + + - - + - - +
Tic DPMN giita + + + + + + + +
Huyét khoi tir tim + - - + + + + -
Bénh mach 16n - + + - - - - +
Tai thong - - + - + - -
Suy tim + - - + + + -
Rung nhi + - - + + + + -
Tang huyét ap < = + + + = - +
Piém ASPECT 7 7 7 7 7 7 8
Piém DRAGON 8 8 6 7 6 7
Piém ASTRAL 37 30 32 36 34 31 34 34
Piém HAT 3 4 2 2 3 1 3 3
Chay mau nao c6| + + - - + - - -
tri¢u ching

Tudi va giéi: Nghién ctru ciia chung toi khong thu nhan nhiing bénh
nhan trén 80 tudi theo tiéu chuan cua nghién ciru ECASS III vi li do an toan.
C6 5 trudng hop trén 70 tudi trong tong sd 8 bénh nhan tir vong, 1 truong hop
dué6i 70 tudi va 2 trudng hop dudi 60 tudi. Theo d6, co thé thiy, tudi 1a mot
yéu td quan trong lién quan dén tr vong. Hién tai, sb liéu vé tr vong va chay
mau ndo theo tudi con rat han ché, bang chimg chua ré rang va con nhiéu
tranh cdi nén chung t6i chua c6 di co s& dé ban luan sau van dé nay. Vé gi6i
tinh, ca hai giéi déu c6 4 truong hop tir vong. Vi sd luong con qua it nén
chung t6i ciing chua cd co sé dé ban luan thém vé dic diém nay. Tuy nhién,

Daniel va cong su [165] cho rang, tudi cao, nam gidi ¢6 nguy co chay mau
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nao cao hon.

Piém NIHSS: Co 7 trudng hop tir vong c6 diém NIHSS tir 15 diém tré
lén, chiém 87,5%. Theo Mazya va cong su [166], Daniel va cong su [165],
diém NIHSS cao 1a yéu t6 tién lwong chay mau ndo va tir vong. Tuong tu,
Jonathan Emberson ciing cho rang diém NIHSS cao 13 yéu t6 1am gia ting tir
vong. Mirc d6 ning cua nhdi mau ndo dugce ghi nhan 1a yéu td ¢o lién quan
dén viéc lam ting nguy co chay mau ndo trong thir nghiém NINDS. Nguoc
lai, diéu nay lai khong duoc ghi nhan trong ECASS 11 [138].

Pai thiao dwong: C6 4 truong hop tir vong bi méic dai thao duong,
chiém 50%. Diéu nay c6 1& khong phai ngau nhién va rat dang duoc quan tam.
Khéng nhitng dbi véi tir vong ma dai thiao dudng con c6 vai tro tién luong
doc lap két cuc khong tt cla bénh nhan nhu két qua da néu. Vi vay, khi mé&
rong cira sO nén can nhic ky thém ¢ nhitng ddi tuong nay. Theo Shihab
Masrur va cong su [91], dai thao duong 1am gia ting ty 1& tir vong ddi véi
bénh nhan duoc diéu tri & ctra s6 tr 0 dén 4.5 gi0. Putaala va cong su [167]
thi cho rang, ting dudng huyét khi nhap vién 1a yéu 6 tién luong doc 1ap két
cuc tir vong, chay mau nao va tan tat nang. Twong tu nhu vay, cac nghién ctu
cua Alvarez va cong su [88], Poppe va cong su [168], Bruno va cong su [169]
cling déu cho rang ting dudng huyét 1am gia ting két cuc x4u, chay mau nio
va tir vong.

Tic dong mach nio giira, bénh mach mau 16n, huyét khoi tir tim,
suy tim, rung nhi, va ting huyét ap: Cac bénh nhan tir vong hoic chay mau
ndo it nhat c6 3 dic diém néu trén (bang 4.10), tat ca déu tic dong mach nao
giita va chi 3 trong s6 8 truong hop co tai thong mach sau diéu tri. S6 bénh
nhan tir vong do huyét khéi tir tim, tic dong mach néo giita do rung nhi két
hop suy tim chiém wu thé véi 5 trén tong sb 8 truong hop, trong d6 c6 2
truomng hop chay mau nio (bang 4.10). Néu tinh ca cac yéu td dai thao dudng,

murc d0 nang cua bénh thi c6 thé nodi, nguy co tir vong va chay mau nao trong
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nghién ciru nay 1a sy tong hoa nhidu yéu tb trén cac bénh nhan ning. Céc tac
gia trong thir nghiém ECASS II ghi nhén tinh trang suy tim sung huyét ¢ thé
lam ting nguy co chay méau ndo [138], va diéu nay ciing dugc ghi nhan trong
nghién ctru cua chung t6i. V& rung nhi, theo Gustavo Saposnik va cong su
[83], bénh nhan nhdi mau ndo kém rung nhi cé ty 1& tir vong va chay mau nio
c6 triéu chimg cao hon so v6i nhém khéng kém rung nhi. Vé ting huyét ap,
nghién ctru SITS-MOST ghi nhén su lién quan giita viéc mirc huyét ap tam
thu voi ty 1& chay mau ndo co triéu ching, khi huyét ap tdm thu cir ting thém
20 mmHg s& lam ting ty 1& chay mau ndo c6 triéu chimg 1én 1,3 1an [134].
Vai tro ciia cac thang diém tién lwong & cic bénh nhan tir vong va
chiay mau nio: Pic diém chung cia tit ca 8 bénh nhan tir vong 1a déu c6
diém ASPECT tir 7 dén 8, diém DRAGON tir 6, ASTRAL tir 32 va diém
HAT tir 3 diém tro 1én (bang 4.10). Cac moc diém trén déu & mirc tién lugng
khong tét theo cac dit liéu nghién ctru hién nay, nhu dd ban luin ¢ phan trén.
Péi voi thang diém HAT tién luong chay mau ndo trong diéu tri tiéu huyét
khéi, Sheng Feng Sung [170] d3 thyc hién mdt nghién ciru so sanh cac thang
diém tién luong chay mau nio hién c6 cho thiy, thang diém HAT c6 kha ning
phan tdng nguy co t6t nhat. Theo Lou va cong su [79], nguy co chay mau ndo
bat ky 14 15% néu diém HAT bang 3; 44% néu diém HAT trén 3, dong thoi
thang diém nay cling co thé 1a cong cu tién lugng két cuc tbt hoac X4u trong
didu tri tiéu huyét khdi. Theo nghién ciru cua chung t6i (bang 3.42 va biéu
3.10), trong tong s6 11 bénh nhan diém HAT bang 3, ¢6 7 truong hop chay
mau ndo, chiém 63.63%, trong d6 ¢6 2 trudng hop chay mau co triéu chimg,
chiém 18,18%; Trong tong s 3 truong hop diém HAT bang 4, c6 2 trudng
hop chdy mau nio, chiém 66,66%, trong d6 co 1 truong hop chay mau co
triéu chimg, chiém 33,33%. Day 1a két qua rat dang luu y, tuy nhién do sb liéu
ctia chung t6i con rat han ché nén can cé cac cong trinh khac ¢ trong nudc

nghiém ctru thém vé van dé nay.
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KET LUAN

Nghién ctru mé ta tién ciru 99 bénh nhan diéu tri dot quy nhdi mau néo
cap tinh, giai doan ciia s6 md rong tir 3 dén 4,5 gio bang thudc tiéu huyét khéi
Alteplase duong tinh mach, chiing toi riit ra cac két luan sau:

1. Céc diic diém 1Am sang va chup cit 16p vi tinh s¢ nio
1.1. Lam sang

Tubi trung binh ciia nhém bénh nhan tham gia nghién ctu 1a 64,79 +
9,75 tudi va tudi trung vi 1a 64 tudi; Ty 16 nanvnir 1a 1,41/1. Diém NIHSS
trung binh 11,93 + 4,23 diém va NIHSS trung vi 1a 11 diém. Huyét ap tAm thu
trung binh 1a 152,79 + 21,73 mmHg va tam truong trung binh 1a 84,65 + 10,1
mmHg.

Biéu hién 1am sang cua nhdi mau ndo cdp da dang, trong do, ty 1¢ rdi
loan y thirc chiém 22,22%, liét nira nguoi kem ligt than kinh so chiém
92,93%, r6i loan ngdn ngit 35,35% va ndi kho 63,64%

Hau hét bénh nhan mic it nhat mot yéu to nguy co, hay gip nhat 1a ting
huyét ap (78,79%), roi loan lipid mau (72,73%), vira xo dong mach (60,6%).
Dai thdo dudng va rung nhi 14 ¢6 xu hudng gia ting, ty 1& gip lan luot 1a
22,22% va 19,19%.

Diém tién luong do bang cac thang diém DRAGON, ASTRAL va HAT
tuong duong cac nghién ctru khic, mirc diém trung binh va trung vi lan luot
1a: 4,68 + 1,68, 5; 25,83 + 5,45, 25 va 1,24 + 1,07, 1 (diém). Thoi gian cira sb
diéu tri trung binh 14 207,87 + 26,5 phit.

Nguyén nhan bénh mach 16n chiém ty 18 cao nhat, tiép dén 1a bénh mach
méu nho va huyét khoi tir tim. Chi ¢6 hon 13% sb bénh nhan chua phan loai dugc.
1.2. Hinh énh chup cit I6p vi tinh s¢ néo

C6 25,25% s6 bénh nhan tic dong mach nao gitta doan M1, 34,34% tic

doan M2 va 28,28% tic mach mau nho.
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Ty 1& bénh nhan c6 bat thuong trén phim cat 16p vi tinh 1a 71%, trong d6
cac ddu hiéu sém hay gip nhat 1a: Giam dam d6 dudi vo ndo (54,55%), x6a
ranh gidi chat xam — cht trang (40,4%), x6a dai bang thuy dao (28,28%),
tang ty trong dong mach nao gitra doan M2 (22,22%), doan M1 (18,18%) va
con lai 14 cac ddu hiéu khac. Piém tién luong ASPECT trung binh 1a 8,6 +
1,11 diém va trung vi 1a 9 diém.

2. Két qua diéu tri
2.1. Két qua diéu tri trong qud trinh niam vién

Diém NIHSS giam tir 4 diém trd 18n sau khi tiém Alteplase 24 gid chiém
58.59%.

Ty 1¢ tai thong ddi véi cac truong hop tic dong mach 16n 1a 50,7%,
trong do, tai thong hoan toan dat 26,76%, tai thong muac trung binh chiém
12,67% va tai thong t6i thidu & mirc 11,27%.

2.2. Mikc dp phuc héi chirc ning than kinh sau diéu tri ba thing

Ty 1¢ bénh nhan dat mtrc phuc hoi chirc ning than kinh tbt dat 52,53%
va ty 1& tr vong chiém 8,08% tai thoi diém ba thang sau diéu tri.
2.3. Cdc bién cé bit lgi

Ty 1& chdy mau ndo co triéu ching chiém 3,03%. Cac bién cd bét loi
khac c6 ty 1& thap. Khong co truong hop nio gay chay mau hé thong hodc di
g thudc.

3. Cac yéu td tién lwgng ddc 1ap dén két cuc phuc hdi lam sang ba thang.

C6 nhiéu yéu té lién quan dén tién lugng, nhung chi co cac yéu té sau
day co thé c6 gia trj tién luong doc 1ap két cuc 14m sang khong tt ( tirc diém
Rankin stra ddi tir 2 dén 6), d6 1a: Tién st dai thao duong, diém ASPECT
dué6i 8 diém, diém tién luong DRAGON tir 4 diém tré 1én va diém ASTRAL

tr 25 diém tro 1én.



153

KIEN NGHI

Nén mé rong ap dung phuong phap diéu tri tiéu huyét khdi Alteplase
duong tinh mach lidu thap, giai doan cira so tir 3 dén 4.5 gio, trén bénh nhan
d6t quy nhdi mau ndo cip ¢ cac don vi cap ciru dot quy ndo duge dio tao va
chuyén giao k¥ thuat. Mo rong phuong phap diéu tri dén cac khu vuc co du
diéu kién thuc hién, nhat 1a cac don vi tuyén tinh dé c6 thém bénh nhan duoc
huodng loi.

Nén xem xét va danh gia cac yéu td tién lugng két qua diéu tri, nhét 1a
ap dung cac thang diém tién lvong da duoc cong nhan dé co thé gitp chon lya
cac bénh nhéan c6 nhiéu kha ning huéng loi nhit, nhim 1am gia ting hiu qua
diéu tri, dong thoi giup han ché cac bién cb bat loi cua diéu tri Alteplase

duodng tinh mach.
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HAN CHE

Nghién ctru cta ching toi khong c6 nhom ddi chimg str dung gia duoc vi
1y do y dtrc, mau nghién ctru con nhé va khong mang tinh ngau nhién. Ngoai
ra, mot sO bénh nhén tic dong mach 16n doan gén da bi loai khoi nghién ctru
vi da diéu tri két hop lay huyét khéi bang dung cu co hoc nén chua phan anh

day dua hiéu lyc cua Alteplase lidu thip trén nhitng bénh nhan ning.
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LOI CAM ON

Ludn an nay dwoc thwce hién va hoan thanh béi sw no luc ciia bdn

than téi cuing sw givp dé tin tim ciia nhiéu tip thé va cd nhén. Vi long

kinh trong va biét on sdu sdc, téi xin bay té 107 cdm on t6i:

Ban Giam hiéu, phong Quan li dao tao Sau DPai hoc, B mdn Than
kinh, B6 mon Hdi suc cép ciru va cac B mon cua Truong Pai hoc Y
Ha Noi d3 tao diéu kién thudn loi cho t6i trong qua trinh nghién ciru va
hoan thanh luan an.

Ban Giam déc, bang uy Bénh vién Bach Mai, khoa Than kinh, khoa
Cép ctru, khoa Chén doan hinh anh, khoa Héa sinh, khoa Huyét hoc
Bénh vién Bach Mai da tao diéu kién thuan lgi cho t61 trong qua trinh
nghién ctru va hoan thanh luén an.

Ban Giam déc, bang uy Bénh vién Pa khoa tinh Thanh Hoéa, noi toi
dang cong tac, da tao moi diéu kién thuan lgi cho t6i hoc tap, nghién
ctru va hoan thanh luén an nay.

Tbi xin tran trong cam on PGS.TS. Nguyén Vin Liéu, pho B mon
Than kinh — Trudng Pai hoc Y Ha Noi, pho khoa Than kinh — Bénh
vién Bach Mai d3 tan tinh huéng dan va tao moi diéu kién thuan lgi cho
to1 trong qua trinh hoc tap va hoan thanh luén an.

T6i xin tran trong cam on PGS.TS. Mai Duy Tén, khoa Cip ciru —
Bénh vién Bach Mai d3 tan tinh hudng dan, gitip d& toi trong sudt qua
trinh hoc tap va hoan thanh luan an.

T6i xin trén trong cam on GS.TS. Lé Vin Thinh — Truong khoa Than
kinh Bénh vién Bach Mai; PGS.TS. Nguyén Pat Anh — Truéng Bo

mon Hoi stic Cép ctru Truong Pai hoc Y Ha Noi, Truong khoa Cap



ctru Bénh vién Bach Mai da hét long giup d& va tao diéu kién cho toi
nghién ctru va hoan thanh luan éan.

T6i xin trén trong cam on cac Thay, Cé ¢ B mon Than kinh, B mon
Hoi sitc Cap ctru, cac Thiy, Co trong Hoi dong cham luan an di co
danh gia xac dang, khach quan. Cac y kién cua cac Thay, Co s& la
nhitng bai hoc quy bau cho t6i trén budc duong nghién ctru khoa hoc
sau nay.

Téi xin dwoc bay t6 long biét on chan thanh dén:

Tap thé 1anh dao, can bd, nhan vién khoa Than kinh, Bénh vién Pa
khoa tinh Thanh Ho6a da giap do, dong vién va tao moi diéu kién than
loi cho t6i trong sudt qua trinh hoc tip va hoan thanh luan an.

Tap thé can bd, nhan vién khoa Cép cuu - Bénh vién Bach Mai da tao
gitip d& va tao diu kién tt cho toi hoc tap, thu thap sb liéu dé hoan
thanh luan an.
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Céc bénh nhéan diéu tri tiéu huyét khéi tai khoa Cip ctru - Bénh vién
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Nhitng nguoi than trong gia dinh, ban be, déng nghi¢p da dong vién,
khich I¢ t61 trong sudt qua trinh thyc hién luan an nay.

Ha Noi, ngay 25 thang 02 nam 2019

Pham Phudéc Sung
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PGS.TS. Nguyén Vin Liéu, PGS.TS. Mai Duy Tén va sy gitip d& cua
cac dong nghiép.

2. Cong trinh nay khong trung 1ip voi bat ky nghién ctru nao khac da
dugc cong b tai Viét Nam.
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nghién curu.
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Nguoi viét cam doan

Pham Phudc Sung



CAC CHU VIET TAT

TT Phan viét tit Phan viét da
1 ADC Ban d6 hé s khuéch tan

2  Thang diém  Acute Stroke Registry and Analysis of Lausanne

ASTRAL
3 BN Bénh nhan
4 CBF Luu lugng mau nao
5 CBV Thé tich mau ndo
6 CHT Chup cong huong tir
7 CLVT Chup cit 16p vi tinh
8 CTA Chup cat 16p vi tinh mach méu néo
9 CTP Chup cit 16p vi tinh tuéi méu nio
10 bM DPong mach

11 Thangdiém Dense middle cerebral artery sign, prestroke modified
DRAGON Rankin Scale score, Age, Glucose, Onset to treatment,

National Institutes of Health Stroke Scale score

12 DSA Chup mach sb hoa x6a nén

13 DW Xung khuéch tan

14 FDA Té chtrc quan Iy thude va thuc pham Hoa Ky
15 HA Huyét ap

16 HAT Hemorrhage After Thrombolysis

17 HI Nhoi mau chuyén dang xuat huyét

18 MRA Chup cong huong tir mach mau nao

19 mRS Thang diém tan tat Rankin stra d6i

20 n S6 bénh nhan

21 NIHSS Thang diém dot quy ndo caa Vién y té Qudc gia Hoa Ky



22
23
24
25
26
27
28

PET
PH

PW
PWI
rtPA
SPECT
TOAST

Chup cat 16p vi tinh phat dién tr duong

O méu tu nhu md ndo

Xung tudi mau

Chup cong huong tur tudi mau

Thudc tiéu huyét khéi Alteplase

Chup cit 16p vi tinh phat photon duong

Trial of Org 10172 in Acute Stroke Treatment
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