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Tém tit

Muc tiéu: M6 ta va phan tich dic diém 1am sang va bién thé gene SCNIA
rs3812718, ddng thoi, x4c dinh cac yéu td nguy co dan dén tinh trang khang thudc
dong kinh & tré em. Phwong phdp nghién civu: Nghién ctru mo ta cit ngang trén
200 bénh nhan (BN) dong kinh diéu tri tai Khoa Than kinh, Bénh vién Nhi Trung
uvong va Khoa Than kinh, Bénh vién San Nhi Nghé An trong giai doan 2 nam tur
nam 2021 - 2023. Dya theo tiéu chuén cua ILAE 2014, cac BN duoc phan thanh
2 nhom: 100 BN dong kinh khang thudc va 100 BN dong kinh dap tng thudc.
Két qua: Cac yéu t6 nguy co dan dén tinh trang khang thude dong kinh gom tién
sir co gidt so sinh (p = 0,05), tién st co giat do sbt (p = 0,05), tién st trang thai
dong kinh (p = 0,002), chdm phat trién tam than van dong (p = 0,03), dién ndo do
(DND) ¢6 song bat thuong (p = 0,04) va hinh anh cong huong tir (MRI) so ndo bat
thuong (p = 0,04). su khéac biét co y nghia théng ké gitta 2 nhém BN vé bién thé
gene SCNIA rs3812718 (p < 0,05). Két lugn: Dic diém 1am sang gdm tién sir co
giat so sinh, tién str co giat do s6t, ¢co trang thai dong kinh, cham phat trién tAm
than - van dong, bat thuong DND va MRI nio 1a yéu t6 nguy co dan dén tinh trang
dong kinh khang thudc ¢ tré em. Bién thé gene SCN14 rs3812718 co su khac biét
c6 y nghia thong ké gitra nhom dong kinh khang thudc so véi nhom dap ung thude
(p <0,05).

Tw khéa: Tré em; Pdong kinh; Pong kinh khang thudc; Bién thé gene
SCNIA rs3812718.
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RESEARCH ON CLINICAL CHARACTERISTICS AND SCN1A4 rs3812718
GENE VARIANTS IN CHILDREN WITH DRUG-RESISTANT EPILEPSY
IN VIETNAM

Abstract

Objectives: To describe and analyze clinical characteristics and SCN/A4
rs3812718 gene variants and identify risk factors leading to drug-resistant epilepsy
in children. Method: A cross-sectional descriptive study was conducted on 200
epilepsy patients treated at the Department of Neurology, National Children's
Hospital and the Department of Neurology, Nghe An Obstetrics and Pediatrics
Hospital during the 2-year period from 2021 to 2023. Based on ILAE 2010 criteria,
the patients were divided into 2 groups: 100 drug-resistant epilepsy patients and
100 drug-responsive epilepsy patients. Results: Risk factors leading to
antiepileptic drug resistance included history of neonatal seizures (p = 0.05),
history of febrile seizures (p = 0.05), history of status epilepticus (p = 0.002),
psychomotor retardation (p = 0.03), abnormal electrocardiogram waves (p = 0.04),
and abnormal brain MRI images (p = 0.04). There was a statistically significant
difference between the 2 groups in the SCN/A4 rs3812718 gene variant (p < 0.05).
Conclusion: Clinical features, including a history of neonatal seizures, history of
febrile seizures, status epilepticus, psychomotor retardation, electrocardiogram,
and brain MRI abnormalities, are risk factors for drug-resistant epilepsy in children.
The SCNI1A4 rs3812718 gene variant has a statistically significant difference between
the drug-resistant epilepsy group and the drug-responsive group (p < 0.05).

Keywords: Children; Epilepsy; Drug-resistant epilepsy; SCNIA rs3812718
gene variant.

PAT VAN PE
Dong kinh 1a mét trong nhitng bénh

Theo dinh nghia cua ILAE 2010, dong
kinh khang thubc dugc xac dinh diéu tri

Iy pho bién va thudong gip trong linh
vuc than kinh hoc. Pong kinh khang
thudc chiém khoang 1/3 tong sb ca dong
kinh chung va dugc coi la mot thach
thirc 16n cho cac nha nghién ctru cling
nhu béc si lam sang trong viéc xac dinh
nguyén nhan va dua ra lga chon
phuong phap diéu trj hiéu qua nhat [1, 2].

bang hai thudc chdng dong kinh phu
hop khong mang lai hi¢u qué va khong
gay ra tac dung phu [3]. Cac yéu té hoi
ching dong kinh nhu tudi khéi phat
som (< 1 tudi), tin sudt con co giat hodc
bat thuong MRI ndo, cham phat trién
tam than van dong duoc cac nghién ciru
b4o cdo c6 lién quan dén dong kinh
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khang thudc [5, 6]. Ngoai ra, bat thuong
di truyén dic biét 1a mot sb gene lién
quan dén duoc dong hoc cua thubc [8].
SCNIA 1a gene dugc nhic dén nhiéu do
lién quan voi tinh trang khang thubc
khang dong kinh [9]. Hién nay, tai Viét
Nam, khang thuéc dong kinh ngay cang
nhén duogc nhiéu su quan tam, da c6 mat
s6 nghién ctru thuc hién trén ca nguoi
16n va tré em vé van dé nay, cling nhu
phan tich chuyén sau vé co ché bénh va
nguyén nhan cip d6 di truyén [8].
Chung t61 thyc hién nghién ctu nay
nham: Mé td va phdn tich ddc diém lam
sang va bién thé gene SCNIA
rs3812718, déng thoi, xac dinh cac yéu
t6 nguy co dan dén tinh trang khing
thuéc dong kinh ¢ tré em.

POI TUQNG VA PHUONG PHAP
NGHIEN CcUU
1. Poi twong nghién ciru
200 BN dugc phan thanh 2 nhom:
100 BN dong kinh khang thudc va 100
BN dong kinh dap tng thude diéu tri tai
Khoa Than kinh cia Bénh vién Nhi
Trung wong va Bénh vién San Nhi Nghé
An trong giai doan tir ndm 2021 - 2023.
* Tiéu chuan lya chon: Tré duoc
chan doan dong kinh va dya theo ti€u
chuan ILAE 2014, phan loai nhém dong
kinh dap mg thubc, nhom dong kinh
khang thudc.
* Tiéu chudn logi trir: Tré mac dong
kinh xac dinh dugc cdc nguyén nhan
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mic phai (t6n thuong nio giai doan chu
sinh, nhiém tring than kinh, chan
thuong so ndo), nguyén nhan ty mién
hay nguyén nhan chuyén hoa.

* Thiét bi nghién ciru: Str dung may
ghi DPND (Hang Nihon Kohden, Nhat
Ban) voi hé k¥ thuét s6 tdi thiéu 21 kénh
ghi, di kem céc dién cuc phy trg va dién
cuc trudc tim. May chup MRI d¢ phan
giai toi thiéu 1a 1,5 Tesla va theo cac
chudi xung danh riéng cho danh gia ton
thwong nio gdy dong kinh va it nhat 3
chudi xung co ban trén 3 mit cat. Hoa
chét va thiét bi phuc vu cho phan tich di
truyén trong nghién ctru ndy thudc Vién
Nghién ciru Hé Gen, Vién Han lam
Khoa hoc va Cong ngh¢ Viét Nam.
Thiét ké moi: Cac cap moi dic hicu
dugc thiét ké bang phan mém Primer 3
(v.0.4.0) va duoc kiém tra cac thong sb
lién quan nhu sb lugng nucleotide, ty 1¢
G va C, nhiét d¢ nong chay, mirc d kha
nang tu bét cdp va tao cAu trac kep toc
thong qua cong cu IDT OligoAnalyzer
Tool. Tinh dic hiéu cta cip mdi dugc
xac nhan bang phan mém in silico PCR
amplification. Sau khi trai qua cac budc
kiém tra ndy, cac cip moi dugc tong
hop nhan tao boi cong ty PHUSA
Biochem (Can Tho, Viét Nam).

2. Phuwong phap nghién ciru
* Thiét ké nghién ciru: Nghién ciru

mo ta cat ngang.
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* Cdc bién nghién ciru: Tudi khoi
phat con, tan sb con, phan loai con, tién
su co giat do s6t, co giat so sinh, trang
thai dong kinh, loai con, cham phat trién
tam than - van dong, két qua DND, MRI
so ndo. Pic diém bién thé gene SCN1A4
rs3812718GgtA: Ty 1& xuat hién allele
C va T; ty 1 xuét hién kiéu gene: CC,
CT, TT.

* Phén tich va xit Iy s6 liéu: Nhap sb
liéu bang phan mém Excel 2016. Xu 1y
s6 liéu bang phan mém SPSS 2.0. Trung
binh ctia mot bién dinh luong gitra cac
nhom khac nhau dugc so sanh bang
phép kiém Student-T, ¢6 ¥ nghia thong
ké khi p < 0,05. Ty s6 chénh dugc su
dung dé xac dinh cac yéu t nguy co dan

dén khang thudc thong qua phuong
phap phan tich hdi quy don bién. Cac
bién c¢6 mdi twong quan y nghia trong
phan tich don bién s& dugc dua vao
phan tich da bién dé xac dinh cac yéu to
nguy co doc 1ap co lién quan dén tinh
trang khang thuc dong kinh.

3. Dao dirc nghién ciru

Nghién ctru nay da dwgc Hoi dong
Dao Durc trong Nghién ctru Y sinh hoc
Bénh vién Nhi Trung vong phé duyét
theo Quyét dinh s6 732/BVNTW-HDPPD,
ngay 21/4/2022. S6 lidu nghién ctu
dugc phép str dung va cong bd thong
qua Bénh vién Quan y 103. Nhom tac
gia cam két khong c6 xung dot loi ich
trong sudt qua trinh nghién ctru.

KET QUA NGHIEN CUU

1. Pac diem l1am sang

Bang 1. Dic diém l1am sang va can 1am sang (n = 200).

T S Khang thuoc Dap tng thuoc Ton

Dac diém lam sang (n =g 100) Fﬂ _ % 00) (n= 2(%0)
Tién st co giat do sbt 36 (36%) 18 (18%) 54 (27%)
Tién sir co git so sinh 15 (15%) 3 (3%) 18 (9%)
Tan s6 con trung binh/ngay 10,6 + 8,6 5,0+4,7
Phén loai 14m sang (toan thé) 56 (56%) 76 (76%) 132 (66%)
Phan loai hdi ching dong kinh 24 (24%) 7 (7%) 31 (16%)
Tién st trang thai dong kinh 26 (26%) 2 (2%) 28 (15%)
Cham phét trién tm than van dong 94 (94%) 37 (37%) 131 (67%)
DND bat thuong 93 (93%) 46 (46%) 139 (70%)
MRI bét thuong 59 (59%) 15 (15%) 74 (38%)

Pic diém nhom nghién ciru cho thiy tién st co giat do s6t chiém 27%, co git
so sinh chiém 9%, dong kinh con toan thé chiém da s6 (66%). C6 34 BN (16%)
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c¢6 hoi chimg dong kinh, ¢6 trang thai dong kinh trong tién sir chiém 15%, cham
phat trién tim than van dong chiém 67% (nhém khang thudc c6 ty 1¢ cao hon nhom
dap ung thudc). Bién d6i trén DND va MRI chiém lan luot 12 70% va 38% & nhom
khang thudc (cao hon so véi nhom déap tng).
2. Yéu t6 nguy co dong kinh khang thudc
Bang 2. Phan tich da bién yéu t6 nguy co dong kinh khang thudc.

Yéu t6 nguy co Beta SE OR 95%Cl1 p
Tién st co giat so sinh 1,8 0,8 55  1,1-312
Tién st co giat do sbt 1Ll 0,6 36 1,3-6,8
Trang thai dong kinh 3,3 0,8 23,1 3,3-142,5
. <0,05
DND bat thuong 25 09 68 1,7-124
Bit thuong MRI 1,8 06 3,2 1,2-8,9

Cham phat trién tim than vandong 4.5 1,6 12,9  4,5-413

Céc yéu to gdm tién sir co giat so sinh, tién sir co giat do sot, tién sir trang thai
dong kinh, chdm phat trién tdm than - van dong, bién d6i DND, MRI néo bat
thuong 1a nhitng yéu t6 nguy co dan dén tinh trang dong kinh khang thubc, voi
p <0,05.

3. Phén bo cac bién thé gene SCN14

Bang 3. Bién thé gene SCNIA.

Bién the Kiéu gene Tén so kiéu gene Téan so allele
CC 38/200 (19%)
C=38%
rs3812718 CT 92/200 (46%)
T=62%
TT 83/200 (41%)

Dbi v6i bién thé SCNI1A rs3812718, 3 kiéu gene dugc xac dinh: CC (38/200),
CT (92/200) va dot bién TT (83/200). Tan sb allele cua C va T lan luot 13 38%
va 62%.
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Bang 4. Mbi lién quan giira cac bién thé gene SCNIA.

Pap ing Khang thude

Gene Bién thé 0 (%) n (%) OR 95% (OR) ()
CcC 11 27 ref
CT 53(52)  39(34) 0,304 0,12-0,67 0,003 0,001
SCN14
3819718 1T 37 46 0,512 0,21-1,15 0,102
CC+CT/TT 64 66 0,83 0,47-1,44 0,704
CT+TT/CC 90(89)  85(76) 0,389 0,17-0,81 0,012

Hai nhém khang thubc va dap tng thudc duoc khao sat bién thé gene SCNIA
rs3812718 cho thay c6 su khac biét y nghia thong ké v6i p < 0,05. Pdi véi bién thé
SCNI, tan s6 kiéu gene CT ¢ nhom khang thudc thap hon c6 y nghia thong ké véi

p <0,05.

BAN LUAN

Trong linh vuc than kinh tré em,
dong kinh khang thudc 14 van dé quan
trong ddi v4i cac bac si lam sang do su
phuc tap trong viéc phan loai, xac dinh
nguyén nhan va lga chon phuong phap
diéu tri phu hop. Nhiéu coéng trinh
nghién ciru trén thé gidi da bao céo cac
yéu t6 nguy co vé dic diém lam sang,
can 1am sang va bién thé di truyén lién
quan giup bac si lam sang tién lugng
tinh trang khang thudc, tir 46 xay dung
ké hoach diéu tri phu hop ngay tir giai
doan dau tiép can. Cac yéu t6 nguy co
201 ¥ ¢6 lién quan dén dong kinh khang
thudc duoc thong qua phan tich hdi quy
logistic da bién ghi nhin cac yéu td
nguy co lién quan doc 14p bao gdm tién
st co giat so sinh, tién sir co giat do sét,

tién st trang thai dong kinh, tinh trang
cham phat trién tam than - van dong, ghi
nhan song DND va hinh anh trén CHT
so ndo bat thuong. Khi xem xét cac yéu
td ndy, chung t6i nhan thdy mot sd
truong hop c6 su két hop cia nhiéu yéu
t6 v6i nhau, vi du: Tré co tién s trang
thai dong kinh dong thoi ciing ¢ thé co
tién co giat do sét, hay khoi phat con co
giat so sinh hodc tinh trang cham phat
trién tAm than - van dong. .. Két qua nay
tuong tu voi nghién ctru cua Karaoglu
va CS (2021), nhom tré em c6 DND bt
thuong va tién sir trang thai dong kinh
hodc co gidt do sbt co nguy co dong
kinh khang thudc cao hon [7].

Chung t61 ghi nhan 31 truong hop
(15%) c6 trang thai dong kinh, cha yéu
xuat hién trong nhém khang thude.
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Ngoai ra, c6 142 truong hop (67%)
cham phat trién tdm than - van dong,
trong d6 nhom khang thude chiém 94%,
nhom dap tmg thudc chiém 37%. Két
qua nay tuong dong voi Karaoglu va CS
(2021) [7]. Tét ca tré em trong nghién
ciru cua chung toi déu duoc thuc hién
DND véi 70% co két qua bat thuong
dang dong kinh, trong do, 93% thudc
nhom khang thude va 46% thudc nhom
dap tng thudc, sy khac biét nay co y
nghia théng ké véi p < 0,05. Két qua
nay cua ching t6i tuong dong voi két
qud nghién cuu cua Trinka va CS
(2013) [6]. Hinh anh bét thudng MRI so
ndo dugc phan thanh cic nhom tén
thuong loan san vé ndo, teo nhu mo nao,
x0 hoa hoi hai ma va ton thuong khéc. ..
trong d6, chii yéu tdp trung & nhom
dong kinh khang thudc, sy khac biét nay
c6 ¥ nghia thong ké véi p < 0,05. Két
qué ctia chiing t6i twong ddng voi nghién
ctru cua Karaoglu va CS (2021) [7].
Bién thé gene SCN1A4 rs3812718 c6
su khic biét co y nghia thong ké giira
nhém dong kinh khang thudc so voi
nhom dép tmg thude (p < 0,05). Tan sd
kiéu gene di hop tir CT & nhom khang
thudc thap hon c6 y nghia thong ké so
v6i nhom dap tng thube (p < 0,005),
mo hinh di truyén troi (CT+TT/CC)
dugc tim thdy & nhom dap mg cao hon
dang ké so voi nhom khang thube (p <
0,011). Mot nghién ctru vé dong kinh ¢
Nhat Ban dugc cong bd ndm 2008 chi
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ra bién thé SCNI4 rs3812718 c6 thé
anh huéng dén tinh trang khang thudc
chéng dong kinh khi dung dong thoi
carbamazepine (CBZ) va acide valproic
(VPA) [9]. Nam 2012, nghién ctru cua
Zhou BT va CS bio céo bién thé
1s3812718 c6 mbi lién quan déng ké
dén ty 1¢ duy tri st dung CBZ & nguoi
Han Trung Qudc [10]. Ngoai ra, trong
mot nghién ctru khac vé dong kinh tai
Trung Qudc, nhitng ngudi mang kiéu
gene dong hop tir TT duoc bao cdo co
nguy co khang thubc cao hon; ddng thoi
nghién ctru chi ra mo hinh di truyén lan
(CC+CT) 1a yéu t6 bao vé, lam giam
nguy co khang VPA [11]. Nguoc lai,
nghién ctru cua Sdnchez MB va CS chi
ra khong c6 mdi lién hé nao gitta da
hinh bién thé gene SCNIA rs3812718
va dic diém khang thudc & quan thé
ngudi da tring [12]. Trong nghién ctu
ctia chiing t6i, kiéu gene CT dugc bao
c40 pho bién hon & nhom dap tng thude
t6t so v6i nhom khang thudc (OR =
0,304; p = 0,002). Piéu nay chi ra
nhiing tré mang kiéu gene di hop tir CT
it c6 kha nang khang AED hon so vdi
cac truong hop con lai. Pong thoi,
chung t61 cling dy doan mo hinh trdi
(CT+TT) duoc coi 1a yéu t6 bao vé
chéng lai dong kinh khang thudc (OR =
0,839; p = 0,002); nghia 1a allele T co
thé 1a yéu t6 giup giam nguy co khang
thubc & tré em dong kinh Viét Nam.
Nhu vay, vé mit co hoc, co thé ly giai
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do su biéu hién tdng cao cua exon 5A
gdy ra boi bién thé splicing rs3812718
c6 thé anh huéng 1am ting do nhay cua
kénh natri véi thuéc chéng dong kinh
mot cach dang ké va di dugc dé cap
trong nghién cuu trude day cua Wang
ZJ va CS [11]. Cho dén nay, tic dung
chinh x4c cua cac bién thé SCNI14 d6i
voi sinh bénh hoc khang thubc dong
kinh van chua dugc bit rd, su khac biét
vé chung toc, phan loai dong kinh va
cac thude dung dong thoi co 18 1a nhitng
nhan t6 gop phan dan dén cac két qua
khong nhat quan.

KET LUAN

Cac yéu t6 nguy co khang thudc
trong diéu tri dong kinh bao gom tién sir
co giat so sinh, tién st co giat do s6t,
tién sir trang thai dong kinh, cham phat
trién tim than - van dong, két qua DND
bat thuong va hinh anh MRI nio bat
thuong. Khao sat bién thé gene SCN14
rs3812718 cho thay bién thé nay thuong
gip hon & nhém khang thudc so véi
nhém dap tng thude, v6i su khac biét
c¢6 y nghia thong ké (p < 0,05).
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