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ngudi bénh & mdrc trung binh 5,35 £2,22. Pa s6
ngudi bénh cé ki€n thdc trung binh (27%) va
kién thirc kém (42%).

Diém thai d6 trung binh 13 7,28 + 2,01.
Ngugi bénh c6 thai do tich cuc chlem 55%.

Hai yéu to gldl va nhan hudng dan chdm séc
ban chan cé mdi tuong quan vdi kién thic va
thai do tu cham sdéc ban chan cia ngudi bénh
vGi p < 0,05.

Ngugi bénh bi BTD typ 2 ngoai viéc tuan thu
diéu trj vé thuGc thi yéu t6 quyét dinh khdng hé
nhd van la qua trinh tu cham soc hang ngay
nham han ché cac bién ching. Ban chan khi bi
ton thuang né lam anh hudng rat nhiéu dén chat
lugng cudc sdng clia ngudi bénh. Viéc gido duc
stic khde nguGi bénh cd kién thirc, cd thai do tot
gop phan nang cao hanh vi tu cham soéc cla nguGi
bénh nang cao hiéu qua diéu tri han ché téi da cac
bién chiing nguy hiém mang dén cho ho.
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PHAN LOAI TOAST VA MOT SO BIEN THE GEN LIEN QUAN PEN
QUA TRINH PONG MAU O’ NGU’O'I BENH NHOI MAU NAO TRE TUOI

Giip Anh Tuyét!, Nguyén Vin Huwong'2, Nguyén Thi Trang!

TOM TAT

Muc tiéu: Mo ta nguyen nhan nhdi mau ndo theo
phan Ioa| TOAST va ti Ie mot s bién thé gen lién quan
dén qua trinh déng mau & ngudi bénh tré tudi. Poi
tugng va phuong phap nghién ciru: Nghién clu
mo ta cat ngang; doi tugng la ngu‘d| bénh trong dé
tudi tr 18 — 45 chan doan nhdi mau ndo va dugc lam
xet nghiém gen nguy cd huyét khdi, diéu tri tai bénh
vién Bach Mai tir thang 1/2022 dén thang 9/2023. Ket
qua: Nghlen ctu thu tuyén dugc 59 ngudi bénh. Tubi
trung binh clla mau nghién ctu la 35.78 + 5.93, nam
gidi chiém 62.7%. Phan loai nquyén nhan nhdi mau
ndo theo TOAST, nhém can nguyén khong xac dinh
chiém uu thé vdi 59.3%. Ti 1€ nhbi mau ndo do cdn
nguyén khéna xac dinh ¢ nhom tudi tré han (< 34
tudi) cao hon cé v nghia théng ké so véi nhém tudi
cao hon (35 — 45 tudi) véi p=0.007. Khong phat hién
trudng hgp nao mang cac dét bién FVL, FII G20210A,

1Truong Pai hoc Y Ha Noi

2Bénh vién Pai hoc Y Ha NGi

Chiu trach nhiém chinh: Giap Anh Tuyét
Email: anhtuyetgiap@gmail.com

Ngay nhan bai: 7.11.2023

Ngay phan bién khoa hoc: 15.12.2023
Ngay duyét bai: 10.01.2024

170

va FXIII Val34Leu. Pa hinh gen PAI-1 4G/5G la bién
thé& gen hay adp nhat vdi ti 18 84.7% (57.6% di hap t&r
4G/5G, 27.1% d6ng hop tir 4G/4G). Ti€p theo lan luct
la dot bién MTHFR A1298C (47.5% di hap tr, 5.1%
dE“)nq hap tr) va MTHFR C677T (35.6% di hap tu,

5.1% d6ng hap td). D6t bién HR2 chi gap 3 trudng
hap di hap t&r ch|em 5.1%. Ket Iuan Naugi bénh tré
tudi bi nhdi mau ndo it mang cac véu t6 nquy cc mach
mau thudna gdp. Nhéi mau ndo do can nguvén khéng
xac dinh chiém uvu thé & nqudi tré tudi. Cac dot bién
FVL, FII G20210A, va FXIII Val34Leu rat hi€m/khona
aap, khoéna co nhiéu vai trd nhu mot véu té nauy cd
dang cha v cliia nhdi mau ndo. Dot bién HR2 hiém gap
va cling chua c6 bana ching vé méi lién quan vdi
tédng nguy cd nhGi mau ndo. Bién thé PAI-1 4G/5G rat
thudnag adp; nqoéi ra hai dot bién MTHFR C677T va
MTHFR A1298C cunq gap vdi tan suat kha cao; ba
bién thé gen nay nén duoc xem xét nhu mot yéu t6
nguy cd & naudi bénh tré tudi nhdi mau nao.

T khod: nhdi mau ndo tré tudi, phan loai
TOAST, nguvén nhan nhdi mau ndo, chifng ua huyét
khdi di truyén
SUMMARY

TOAST CLASSIFICATION AND SOME GENE

VARIANTS RELATED TO BLOOD CLOTTING IN
YOUNG PATIENTS WITH ISCHEMIC STROKE
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Objective: Describe causes of ischemic stroke
according to TOAST classification and the prevalence
of some gene variants related to blood clotting in
young patients. Subiects and methodology: Cross-
sectional study; Subiects are patients aged 18 - 45
vears old with a diagnosis of ischemic stroke and
undergoing genetic testing for thrombosis risk, treated
at Bach Mai hospital from January 2022 to September
2023. Results: The study enrolled 59 patients. The
average age is 35.78 + 5.93, men accounted for
62.7%. Classifying the causes of ischemic stroke
according to TOAST, the aroup of undetermined cause
predominates with 59.3%. The rate of ischemic stroke
due to undetermined etioloay in vounaer age aroups
(< 34 vears old) is statistically sianificantly higher than
in older age aroups (35 - 45 vyears old) with p =
0.007. No cases are detected carrving the FVL, FII
G20210A, and FXIII Val34Leu mutations. The PAI-1
4G/5G polvmorphism is the most common aene
variant with a rate of 84.7% (57.6% heterozygous
4G/5G, 27.1% homozyaous 4G/4G). Next are MTHFR
A1298C (47.5% heterozyaous, 5.1% homozvaous)
and MTHFR C677T (35.6% heterozyaous, 5.1%
homozyaous). HR2 mutation only occurs in 3
heterozygous  cases, accounting for 5.1%.
Conclusion: Young patients with ischemic stroke are
less likely to have common vascular risk factors.
Ischemic stroke of unknown etioloay predominates in
vouna people. FVL, FII G20210A. and FXIII Val34Leu
mutations are rare, not a notable risk factor for
ischemic stroke. HR2 mutations are rare and there is
no evidence of an association with an increased risk of
ischemic stroke. The PAI-1 4G/5G polvmorphism is
very common; in addition, MTHFR C677T and MTHFR
A1298C mutations are also found with high frequency.
These three gene variants should be considered as a
risk factor in young patients with ischemic stroke.

Kevwords: ischemic stroke in vouna patients,
TOAST classification, etiology of ischemic stroke,
hereditary thrombophilia.

I. DAT VAN PE

Do tudi trung binh thudng gdp nhdi méu ndo
la trén 60 tudi. Tuy nhién, gan day nhdi mau ndo
dang c6 xu hudng tré hoad dac biét & cac nudc
thu nhap thap va trung binh!. Ddc diém nhoi
mau ndo & nhom tré tudi nay cd nhiéu khac biét
50 vGi nhém tudi cao han. Ti Ié nhdi méau khéng
rd can nguyén theo hé théng phan loai TOAST &
ngudi tré tudi ting cao rd rét. Van dé dit ra la
can xac dinh dugc nguyén nhan, cd ché gay nhoi
mau ndo cla nhdém nay dé tir d6 du phong tai
phat hiéu qua. Trong xu hudng do, cac bién thé
gen lién quan dén tinh trang téng dong dang
dugc quan tam nghién clru. Mc}t sO nghién cltu
I6n trén thé gldl da chi ra ¢ su lién quan gu.ra
cac bién thé gen nay va tinh trang nh6i mau
ndo. O Viét Nam, c6 rat it nghién clru danh gla
ddc diém, phéan bo cac nhém nguyén nhan cua
nhdi mau ndo & ngudi bénh tré tudi. Va dic biét
chua cd nghién cltu ndo khao sat cac bién thé

gen trén & d6i tudng ngudi Viét Nam. Do do,
chlng t6i ti€n hanh nghién cru nay véi muc tiéu
danh gia cac nhdm nguyén nhan nh6i mau nao
theo hé thGng phan loai TOAST, va budc dau moé
ta ti 18 mét sb bién thé gen lién quan dén qud
trinh déng mau & ngudi Viét Nam tré tudi bi nhoi
mau ndo.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pai tugng nghién clru

D6i tuong nghién cau: nguGi bénh nhoi
mau ndo trong dd tudi tir 18 dén 45 cd lam xét
nghiém gen nguy cc huyét khoi, diéu tri tai bénh
vién Bach Mai tUr thang 1/2022 dén thang
9/2023.

2.2. Phuaong phap nghién ciru

Thiét k&€ nghién ciru: mo ta cat ngang

Phuong phdp chon mau va cé mau:
chon mau thuan tién toan bo

Cach thac tién hanh nghién ciau: hoi cu
ho sa bénh an (d6i véi ngudi bénh da ra vién) va
ldy thong tin truc tiép (d6i v8i ngudi bénh chua
ra V|en) tdt ca cac bénh nhan théa man tiéu
chudn chon mau. Thong tin dugc lay theo mau
bénh an nghién clru, gébm c6 cac thong tin vé:
nhan khiu hoc, yéu t6 nguy cd cla nhdi mau
ndo, dic diém lam sang, can 1dm sang phuc vu
cho phéan loai TOAST, két qua cac bién thé gen
FVL, HR2, FII G20210A, MTHFR C677T, MTHFR
A1298C, FXIII Val34Leu, PAI-1 4G/5G.

2.3. XU li va phan tich so liéu. SO liéu
dugc nhap, lam sach, quan ly va xr ly phan tich
bang phan mém SPSS 22.0

Cac phép thong ké dudc sir dung phu hgp
vGi tirng bi€én va muc dich phan tich. Mdc y
nghia thong ké s dung la p < 0.05.

Il. KET QUA NGHIEN cU'U

3.1. Mot sd dic diém nhan khiu hoc

Tuédi: tudi trung binh 13 35.78 + 5.93, trong
doé tubi thdp nhat la 24 _va cao nhat la 45. Cha
yeu ngudi bénh trong mau nghién clru c6 dd tudi
nam trong khoang 35 — 45 véi 67.8%.

Gioi: ti 1é nam gidi chiém uu thé véi 62,7%
(n=37).

3.2. Mot s6 yéu t6 nguy co cua nhoi
mau nao

Bang 1. Mot s6'yéu té nguy co cua nhoi
mau ndo

Trung
binh/Tan
sO (ti l1é %)

Yéu to

Co xo vira gay hep > 50%

hoéc tic mach I6n lién quan 10 (16.9)

dén vung nhdi mau
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Bénh tim thuéc nhom nguon
thuyén tac nguy co cao cia 0(0.0)
nh6i mau nao
Bénh tim thuéc nhém nguoén
thuyén tac nguy co trung binh| 4 (6.8)
cua nh6i mau nao
PFO 2 (3.4)
Suy tim xung huyét 2 (3.4)
Tang huyét ap 16 (27.1)
Pai thao ducng 4 (6.8)
Triglycerid 1.75+ 1.12
Triglycerid cao (>3.4 mmol/L) 16 (27.1)
Cholesterol toan phan 4,57 + 1.03
Cholesterol toan phan cao (=5.2
mmol/L) 15 (25.4)
LDL-C 2.57 £ 0.82
LDL-C cao (> 3.4 mmol/L) 8 (13.6)

3.3. Phan loai nguyén nhan nh6i mau
nao theo hé thong TOAST

Bang 2. Phan loai nguyén nhan nhéi
mau nado theo TOAST

Nhom nguyén nhan Tan so (ti lIé %)
X@ vita dong mach I6n 7 (11.9)
Bénh ly mach mau nhé 12 (20.3)
Thuyén tdc tu tim 2 (3.4)
Can nguyén khong xac dinh 35 (59.3)
Can nguyén xac dinh khac 3(5.1)

Nhan xét:

- Ti Ié ngudi bénh cé can nguyén nhoi mau
nao khéng xac dinh cao nhat, chiém hon mot
ntra mau nghién cttu (59.3%).

- Trong nhém can nguyén xac dinh khac (3
ngudi bénh - chiém 5.1%), c6 01 truGng hgp
can nguyén la hoi chirng khang phospholipid, 02
trudng hop do loc tach dong mach.

Bang 3. Lién quan giita cac nguyén
nhén nhdi mau ndo theo TOAST va tudi

Phan nhém nguyén 24".22'" ;LF:?:IS \!:f“;(lf
nhan  |(n=19)|(n=40), (p)
Xd vira dong mach I6n| 0(0.0) | 7(17.5)
Bénh ly mach mau nho| 1(5.3) |11(27.5)
Thuyén tic tr tim | 1(5.3) | 1(2.5) |14 37
Can nguyen khong xacly 473 7)/21(52.5)((0.007)
Cv ~ 7 d, h
an ”gulﬁg‘c"ac NN 1 3(15.8) | 0(0.0)

Nhén xét: SU dung test x2 dé kiém tra su
khac biét vé ti Ié cac nguyén nhan nho6i mau nao
gilta hai nhdm tudi (p<0.05), ta thay:

- Ti I&é nh6i mau ndo do can nguyén khong
xac dinh & nhém tudi tré hon (24 — 34) cao han
cd y nghia th6ng ké so v8i nhém tudi cao hon
(35— 45).
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- Nhdm tubi cao hon cd ti 1& nhdi mau ndo
do bénh ly mach mau nhd cao hdn cd y nghia
thdng ké so vGi nhdm tudi tré hon.

3.4. Ti 1& cac bién thé gen lién quan dén
qua trinh dong mau

Bang 4. Ti Ié cac bién thé gen lién quan
dén qua trinh déng mau

Dot bién gen | n (%)
FVL
Binh thuGng 59 (100)
Dot bién 0 (0.0)
Di hgp t(r dot bién -
Po6ng hagp tir dot bién -
HR2
Binh thudng 56 (94.9)
Dot bidn 3(5.1)
Di hop t&r dot bién 3(5.1)
Pong hagp tir dot bién 0 (0.0)
FII G20210A
Binh thuGng 59 (100)
P&t bién 0(0.0)
Di hop ti dot bién -
Dong hgp tur dot bién -
MTHFR C677T
Binh thudng 35 (59.3)
Dot bign 24 (40.7)
Di hop t&r dot bién 21 (35.6)
Pong hagp tir dot bién 3(5.1)
MTHFR A1298C
Binh thutng 27 (45.8)
DGt bién 31 (52.6)
Di hop tir dot bién 28 (47.5)
Pong hop tir 3(5.1)
FXIII Val34Leu
Binh thuGng 59 (100)
P&t bién 0(0.0)
Di hgp tur dot bién -
Pong hgp tir dot bién -
Pa hinh gen
PAI-14G/5G
5G/5G 9 (15.3)
4G/5G 50 (84.7)
Di hop t& 4G/5G 34 (57.6)
Dong hap tir 4G/4G 16 (27.1)
C6 bién thé gen
Binh thudng (khong cd bién
thé gen) 0(0.0)
Cé bién thé gen (trén it nhat 1
trong 7 loai bién thé& gen trén) 59 (100)
S0 lwgng bién thé gen/maét ngudi bénh
1 18 (30.5)
2 33 (55.9)
3 8 (13.6)

Nhén xét: - Trong mau nghién clu cla
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ching t6i, 100% ngudi bénh co it nhat mot bién
thé gen lién quan dén qua trinh dong mau.

- C6 han mot nlra mau nghién clru (55.9%)
¢ déng thdi 2 bién thé gen.

IV. BAN LUAN

4.1. Mt sd dic diém nhan khau hoc

Tudi, dd tudi trung binh trong nghién clu
cla chdng toi thap hon nhiéu so vdi cac nghién
ciu vé nhdi mau ndo ndi chung (thudng trén 60
tudi)2. Cac nghién clru vé nhdi mau ndo & ngudi
bénh tré tudi trén thé gidi 18y cac gii han trén
va dudi clia tudi khac nhau nén kho so sanh giita
cac nghién clu.

Gidi, nam giGi chiém uu thé trong nghién
cfu cua chdng toi, diéu nay tuong tu véi cac
nghién cttu khac vé nh6i mau ndo & ca Viét Nam
va trén thé gidi.

4.2. Mot s6 yéu té nguy co cua nhoi
mau ndo. Cac yéu t6 nguy cd thudng gap cla
nh6éi mau n3ao nhu tang huyét ap, dai thao
dudng, xd vira dong mach, rdi loan lipid mau,
cac bénh ly tim nhin chung cé ti 1& thap hon
nhiéu & nghién cifu cta ching téi khi so sanh vgi
cac nghién ciru vé nh6i mau nao ndi chung hoac
nhdi mau ndo & ngudi bénh cao tudi.

4.3. Phan loai nguyén nhan nhoi mau
ndo. Nh6i mau ndo do can nguyén khong xac
dinh chiém uu thé véi ti 1€ rat cao (gan 60%)
trong nghién clu cla ching t6i. Trong cac
nghién cru khac vé nhdi mau ndo & ngudi bénh
tré tudi trén thé giGi, quan sat thdy xu hudng
nhém can nguyén khong xac dinh chiém ti Ié cao
hon khi so v&i nhém d6i tugng ngudi bénh cao
tudi hodc nhdi mau ndo ndi chung, tuy nhién ti Ié
cling khéng qua cao nhu trong nghién clru cla
chiing t6i. Su khac biét nay cd thé dén tur viéc
Idy mdc tudi khac nhau giita cac nghién clu, va
su’ khac biét trong phan bd cac yéu té nguy cg
mach mau & ngudi tré Viét Nam so vdi cac
chuing toc khac.

Nghién clftu clia ching t6i co ti Ié nh6i mau
ndo khéng rd c&n nguyén & nhédm tudi tré hon
(24 — 34 tudi) cao hon cd y nghia théng ké so
véi nhém tudi cao hon (35 — 45 tudi). Diéu nay
cho thdy phan bd nguyén nhan nhoi mau nao
thay ddi theo tudi, tudi cang tré ti 1& nhdi mau
ndo can nguyén khong xac dinh cang cao.

4.4. Mot so bién thé gen lién quan dén
qua trinh dong mau

DOt bién FVL va FII G20210A, nghién
cfu clia ching t6i khéng phat hién trudng hgp
nao mang hai dot bi€én nay, két qua nay phu hgp
v@i cac thong ké vé phan bd cla ching trén thé

gidi. Mot nghién clru tdng quan hé thdng va
phan tich tdng hdp cho thay hai dot bién nay cd
lién quan dén tdng nguy cd nhdi mau nao nhung
khong nhiéu. Tuy vady, & ngudi tré Viét Nam
dudng nhu ching khong c¢é vai tro nhu mot yéu
t6 nguy cd can thiét phai dat nhiéu quan tdm
trong thuc hanh lam sang.

Dot bién FXIII Val34Leu cling khong xuat
hién trong nghién clfu cta chdng t6i. Cac nghién
ctru cho thay cd su khac biét rat I6n vé tan suat
xuat hién dot bién nay & cac chung toc khac
nhau. O ngudi da trdng, dot bién nay xuat hién
vGi tan suat kha cao, dac biét la dang di hgp t(,
ti 1€ dot bién cd thé gap 1én téi 40 — 60%*. Tuy
nhién & ngudi chau A, dot bién nay hau nhu
khong gdp hodc xuat hién vai ti 1€ rat thap>. Mot
s6 nghién clu cling chi ra dot bi€én FXIII
Val34Leu dudng nhu khong cé mai lién quan gi
trong viéc lam gia tang ti 1€ nhoi mau nado, tuy
nhién nd cd thé dong vai trd trong tién lugng két
cuc nang han cla nhéi mau ndo do lién quan
truc ti€p dén qua trinh tiéu sgi huyét va do cling
cla cuc mau dong®.

Dot bién HR2, doi véi huyét khoi hé tinh
mach, dot bién gen nay da dugc chirng minh la
mot yéu t6 nguy g ro rang. Tuy nhién doi véi hé
déng mach, hau nhu dét bién gen nay mdi dugc
quan tam & bénh ly dong mach vanh. Trong cac
nghién clu do, ti Ié dot bién gen HR2 quan sat
thay cao hon trong nghién cliu ctia chiing toi, dao
dong khodng 10%’8. Trong tudng lai, can tié€n
hanh nghién cru véi ¢@ mau Ién han, so sanh vdi
nhdm ching dé xem liéu ddt bién nay cd vai trd
gi trong bénh sinh nhdi mau ndo hay khong.

Dot bién MTHFR C677T va MTHFR
A1298C gap vdi ti 1€ kha cao trong nghién cltu
nay. Chung da dugc chirng minh la lam tang
dang k€ nguy co huyét khdi déng mach®. Bén
canh do, trong mot nghién clru véi ¢ mau rat
I6n, ¢ nhdém chiing con cho théy réng viéc bd
sung acid folic lam gidm nguy ¢ nh6i mau nao &
bénh nhan tang huyét ap cé dot bién gen
MTHFR C677T'°, Diéu nay gdi ra nhiing diéu tri
két hgp mdi nhdm lam gidm nguy cd nhdi mau
nao tai phat trong tuong lai.

Da hinh PAI-1 4G/5G xuat hién G da s6
ngudi bénh trong mau nghién cltu, v6i thé di
hgp 4G/5G chiém 57.6%, dong hgp 4G/4G chiém
27.1%. So sanh vdi cac nghién clru vé da hinh
nay, nhan thdy khéng cé su khac biét nhiéu vé
phan b6 da hinh nay gilra cac ching toc khac
nhau. Dang déng hgp t&r 4G/4G cho thay c6 su
lién quan ro rang trong viéc lam téng nguy co
nh6i mau nao.
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V. KET LUAN

Ngudi bénh tré tudi bi nhdi mau ndo it mang
cac yéu to nguy cc mach mau ter(‘jng gap.

Nh6i mau ndo do cdn nguyén khdng xac
dinh chiém uu thé & ngu‘dl tré tudi. O nhém
cang tré, ti 1€ nhdéi mdu ndo khdong rd cdn
nguyén cang cao.

Cac dot bién FVL, FII G20210A, va FXIII
Val34Leu rat hiém/khong gap, khong coé nhiéu
vai tro nhu mét yéu toé nguy cd dang chu y cla
nh6i mau nao. Dot bién HR2 hi€m gap va cling
chua cd bang chiing vé mdi lién quan vdi téng
nguy cd nhdi mau ndo. Bién thé PAI-1 4G/5G rat
thudng gdp; ngoai ra hai dot bién MTHFR C677T
va MTHFR A1298C ciing gdp vdi tan suat kha
cao; ba bién thé gen nay nén dugc xem xét nhu
mot yéu t6 nguy cd & ngudi bénh tré tudi nhdi
mau nao.
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mot s6 yeu to lién quan. Phuang phap: mé ta cat
ngang tren 439 SV nam cu0| bac si da khoa. Két qua:
Piém s6 trung binh chung vé& méi trudng hoc tap theo
thang do Dundee Ready Education Environment
Measure (DREEM) la 128,23+15,50 (d|em toi da la:
200) Trong 5 cau phan, “danh gid clia SV ve glang
vién” c6 diém s& cao nhat 32 ,02/44 diém va “moi
trudng x@ ho6i cua SV” co s diém thap nhat la
16,71/28 dlem Nhitng SV cd kinh te gia dinh binh
thudng thi c6 xu hudng danh gia méi trudng hoc tap
tich cuc cao han 1 so vdi SV ¢d kinh t& gia dinh 13 ho
nghéo (OR=12,06); SV c6 miic do yéu nghé y cd xu



