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- Sau hai thap nién, tinh trang sau rang tré
em hai nhém tudi I16n hon gidm xudng dang ké
ca vé ty Ié sau va chi s6 DMFT. S6 rang sau &
cac tré em hai nhém tudi nay dugc diéu tri bao
ton cling cao han nhung con & muc thap.
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CAN NGUYEN CUA PONG KINH KHOTPHAT TRU'O'C 1 TUOI
VA MOI LIEN QUAN GI(*A CAN NGUYEN VO'I TUOI KHO'I PHAT

P6 Thanh Huong'2, Piao Thi Nguyét'2,

Hoang Thi Cic!, Vii Thi Duyén?, L& Thi Thuy Dung?

TOM TAT

Muc tiéu: Tim hiu mot s6 can nguyen cla benh
dong kinh khai phat trudce 1 tu0| va phan tich mai lién
quan gira can nguyen véi tudi khd| phat Doi tugng
va phu‘dng phap: Nghlen cllu md ta cdt ngang co
phan tich trén 112 tré bi dong kinh derl 3 tubi dang
diéu tri tai Trung tdm Than kinh, Bénh vién Nhi Trung
uong. Tré dugc chia 3 nhém theo dd tudi khai phat
cdn dong kinh 13: nhém sa sinh (0 - 28 ngay), nhém
29 ngay - 6 thang va nhém 7 thang - 11 thang. Cac
yeu to dugc phan tich gom tan suat con, bat thu‘dng
trén cong erdng tu‘ so nao, dot bién gen, bat thu‘dng
nhiém sic thé va roi loan chuyen hoda. Phan tich théng
ké st dung kiém dinh Chi-square hoac Fisher’s exact
test, p < 0,05 co y nghia thGng ké. K&t qua: Ty lé
cdn hang ngéy cao nhat & nhom khai phat sg sinh
(58,8%), su’ khac biét c6 y nghia thong ké (p = 0,02).
Ty 1€ cong hudng tir so nao bat thudng khac biét gilra
cac nhom (p = 0,011), cao nhat & nhom khdai phat 7
thang -11 thang (95,1%). Dot bién gen dugc phat
hién & 48,1% tru‘dng hop lam xét nghiém; bat terdng
nhiém s&c the va rdi loan chuyén hda ghi nhan vdi ty
|é dang k& nhung khong khac biét theo nhém tudi
khai phat (p_> 0,05). K&t luan: Tudi khai phét dong
kinh trong nam dau dai co lién quan dén mic do nang
cua cgn va ty I€ bat thudng cau tric ndo. Banh gia
hinh anh hoc va di truyén hoc sdm ¢d vai trd quan
trong trong dinh erdng chan doan va diéu tri.

T khoa: Dong kinh khdi phat som, tubi khoi
phat, cong hutng tu’' so ndo, di truyén, tré em.
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ABSTRACT
ETIOLOGY OF EPILEPSY WITH ONSET
BEFORE ONE YEAR OF AGE AND THE
ASSOCIATION BETWEEN ETIOLOGY AND

AGE OF ONSET

Objective: To investigate selected etiologies in
children with epilepsy onset before 1 year of age and
to analyze the association between etiology and age-
at-onset groups. Methods: A cross-sectional
analytical study was conducted on 112 children under
3 years of age treated at the Neurology Center,
National Children’s Hospital. Patients were categorized
into three groups according to age at first seizure:
neonatal group (0-28 days), 29 days - 6 months
group, and 7 months - 11 months group. Variables
analyzed included seizure frequency, brain magnetic
resonance imaging abnormalities, genetic mutations,
chromosomal abnormalities, and metabolic disorders.
Statistical analysis was performed using the Chi-
square test or Fisher's exact test, with p < 0.05
considered statistically significant. Results: Daily
seizures were most frequent in the neonatal-onset
group (58.8%), with a statistically significant
difference between groups (p = 0.02). The rate of
abnormal brain MRI findings differed significantly
according to age at onset (p = 0.011), highest in the 7
months-11 months onset group (95.1%). Pathogenic
or likely pathogenic genetic variants were identified in
48.1% of tested cases. Chromosomal abnormalities
and metabolic disorders were detected in a proportion
of patients; however, no statistically significant
differences were observed among onset-age groups (p
> 0.05). Conclusions: Age at epilepsy onset within
the first year of life is associated with seizure severity
and the prevalence of structural brain abnormalities.
Structural etiologies predominate in early-onset
epilepsy. Early neuroimaging and genetic evaluation
play a crucial role in etiological diagnosis and
therapeutic orientation.

Keywords: carly-onset epilepsy, age at onset,
brain magnetic resonance imaging, genetics, infants.
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I. DAT VAN PE

Pong kinh la bénh ly than kinh man tinh
thudng gdp & tré em, anh hudng dang ké dén su
phat trién than kinh, kha ndng hoc tap, chat
lugng cudc song cla tré.! Bac biét, nhom dong
kinh khdi phat sdm thudng cb biéu hién da dang,
dién tién nang, nguy cd cao chadm phét trién tdm
than - van dong va dé tién trién thanh dong kinh
khang tri han so vdi nhom khai phat mudn.?
Bénh dong kinh khdi phat trong giai doan nhii
nhi ¢4 phG cdn nguyén phic tap, trong dé cac
nguyén nhan ciu tric, di truyén va chuyén hda
chiém ty 1& dang ké.

Trong chan dodn cdn nguyén dong kinh,
cdng hudng tir so ndo (CHT) ddng vai tro quan
trong nhd kha nang phat hién cac tén thuong
cau trdc nhu loan san vo nao, xd hoda cu, cac di
dang phat trién ndo ciling nhu tdn thuong mac
phai nhu thiéu oxy, thi€u mau ndo,...> Cac tién
b0 vé ky thuat hién dai nhu xét nghiém di truyén
hoc c6 vai trd néi bat khi ghi nhdn mét s& d@t
bién cac gen nhu SCN1A, KCNQ2, CDKLS5,..
lién quan dén dong kinh khdi phat sém.* Mot so
bat terdng nhiém s3c thé va cac bat terdng roi
loan chuyén héa ciing cé thé la cdn nguyén gay
dong kinh @ tré nhi nhi.>

Tai Viét Nam, cac nghién citu vé dong kinh
khai phét trudc 1 tudi con han ché vé dir liéu
dugc bao cdo. Trung tdm Than kinh, Bénh vién
Nhi Trung udng la cg s& tuyén cudi véi s6 lugng
I6n bénh nhan ddng kinh nhii nhi va cé thé thuc
hién cac ky thuat xét nghiém cao. Vi vay, ching
t6i thuc hién nghién clru nay nham phan tich mai
lién quan gilra tudi khdi phat va cdn nguyén & tré
ddng kinh khai phat trudc 1 tudi tai Bénh vién
Nhi Trung uong.

Il. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Thiét ké nghién ciru: Nghién cdu mo
ta cdt ngang co phan tich.

2.2. Poi tugng nghién ciru

Tré dudi 3 tudi dugc chan doan déng kinh ¢
con khdi phat trude 12 thang tudi, diéu tri tai
Trung tdm Than kinh - Bénh vién Nhi Trung
uang tir thang 6/2024 dén thang 5/2025.

Tiéu chuén lua chon: Tré dugc chan doan
ddng kinh theo tiéu chun cta ILAE 2014, c6 day
du ho sa lam sang, dién nao d6 va/ hoac CHT so
nao, gia dinh tré déng y tham gia nghién cu.

Tiéu chudn loai tra: Gia dinh khdng hap
tac theo doi. . B

2.3. Phucng phap chon mau: Chon mau
thudn tién: 1y toan bd bénh nhan du tiéu chuén,
ching t6i thu dugc 112 bénh nhan.
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2.4. NGi dung va bién s6 nghién ciru

Tubi khéi phdt con dugc xac dinh 13 thdi
diém xuét hién con ddng kinh dau tién theo ghi
nhén tUr ngudi chdm soc. Tudi khdi phat dugc
phén thanh ba nhém: sa sinh (0 - 28 ngay tudi),
29 ngay - 6 thang tudi va 7 - 11 thang tudi. Tan
suat can dong kinh la s6 can co giat trung binh
trong vong 3 thang gan nhat trudc thdi diém
danh gid, gbm ba mulc: con hang ngay (=1
can/ngay), hang tuan (=1 cdn/tuan nhung <1
cdn/ngay) va hang thang (=1 con/thang nhung
<1 con/tuan). Cac bién s vé tién sl gia dinh va
tién s bénh dugc ghi nhan & dang cd/khong.

Tat cd bénh nhan dudc chup CHT so nao
béng Hé théng MRI 1.5 Tesla (Siemens
Healthineers) theo quy trinh chudn cua Bénh
vién Nhi Trung uong. Cac tén thuong trén CHT
so ndo dugc phan loai thanh ba nhém chinh:
Nhém tén thuong phat trién bao gém cac bét
thudng cdu tric ndo cd ngudn gdc bdm sinh
hodc rdi loan phat trién than kinh, nhu loan san
v0 ndo, xa hda cu, tat dau nho va di dang mach
ndo; nhém tén thuong mac phai bao gém cac
ton thuong th( phat sau mac cac bénh ly nhu
teo_ndo, ton thudng thi€u oxy - thi€u mau,
nhiém trung than kinh trung uong, bat thudng
chét trdng do nguyén nhan mdc phai, chay mau
noi so, nang mang nhén, chan thuang so ndo va
nhém tén thuong khdng ddc hiéu bao gébm gidn
nao that, thodi hda than kinh, rong khoang dudi
nhén va cham myelin héa.

Xét nghiém gen dudc thuc hién bang
phuang phap giai trinh tu panel gen lién quan
dén dong kinh hodc giai trinh tu exome trong
cac truéng hgp nghi ngd hoi ching di truyén.
Két qua dugc xac dinh la bat thu’(‘jng khi pha’t
hién bién thé dugc phéan loai la gay bénh hodc co
kha nang gay bénh theo tiéu chudn ACMG. Phan
tich nhiém sdc thé dugc thuc hién bang ky thuét
karyotype hodc cac phu‘dng phap sinh hoc phéan
tor tuong ’ng. Két qua dugc coi la bat thudng khi
phat hién sai léch s6 Iu‘dng ho&c c&u truc nhiém
sic thé cd y nghia 1dm sang. Pinh nghia réi loan
chuyén hoa theo tiéu chuin vé cac bat thudng
trong xét nghiém sinh hda, chuyén hda chuyén
sau va dic diém 1am sang.

2.5. Xtr ly s0 liéu: SO liéu dugc nhap va xur
ly bang phan mém SPSS phién ban 20.0. M&i lién
quan gitra tudi khdi phat va cac bién phan loai
dugc danh gid bang kiém dinh Chi-square (x2)
va Fisher’s exact test phu hgp. Gia tri p < 0,05
dugc coi la cd y nghia théng ké.

2.6. Pao dirc nghién ciru: Nghién cltu dugc
HOi dong Pao dic Bénh vién Nhi Trung udng phé
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duyét theo Quyét dinh s6 3236/BVNTW-HDDD
ngay 17 thang 10 nam 2024.

Ill. KET QUA NGHIEN CU'U

Trong thdi gian nghién citu cé 112 bénh
nhan (61,6% nam) du tiéu chudn dugc lua chon.
Bénh nhan c6 d6 tudi trung binh la 17,9 + 8,3
thang tudi. Phan I6n bénh nhan (89,4%) ghi
nhan co bat thudng trong tién s va két qua
dugc thé hién & bang 1.

LPV, MT-ND 5, PCDH12, PIGA, GPBN, GAA, gen
trén NST 18 dudc tim thay & 1 gen/1 bénh nhan.
C6 14 bénh nhan (chiém ty Ié 51,9%) kh6ng ghi
nhan bat thudng di truyén. Banh gia méi lién
quan clia gen bat thu‘dng va bat thudng nhiém
sic thé theo nhédm tudi khdi phat dugc thé hién
& bang 3.

Bang 3. Mdi lién quan glu’a bat thu’dng gen,

nhiém séc thé va réi loan chuyén hoa
theo nhom tudi khdi phat

Bang 1. Tién su’ ban than va tién su’ 29 ngay 7-11
gia dinh cua bénh nhan <+ (Sdsinh| -6 y
Tién si bat thudng n | % bac diem thang | thang | p
San Can na il-)'é nth 2500 197 1582 : (;/0) : (E(;/O) : (:/0)
an nang luc sinh < g , el
khoa Pé ngat 11 | 9,8 G%ri‘é‘f]‘-’t Khong 4000) | (50%) |(66,7%)
Co giat do sot 13 | 11,6 6 3 8 2 p=
Xuat huy&t ndi so 4 | 3,6 , (60%) | (50%) |(33,3%)|0,66
Bénh| Nhiém trung than kinh 9 8,0 Tong 5 16 6
tat Di dang mach mau nao 2 1,8 (n=27) (100%)|(100%)|(100%)
Chan thudng so nao 2 1,8 Bat Khong 3 5 9
Bénh man tinh kém theo | 21 | 18,8 thugng (75%) | (50%) |(64,3%)
Gia Pong kinh 6 | 54 nhiem | o 1 5 5 p=
dinh R&i loan tam than 6 5,4 sac the (25%) | (50%) |(35,7%)|0,638
Nhan xét: Tién s san khoa bat thudng | Tong 4 10 14
nhidu nhat 13 can ndng thap Idc sinh (15,2%), & |(n=28) (100%)|(100%)|(100%)
ngat chiém 9,8%. Tién st bénh tat c6 co gidt do (R loan Khéng| ,, 2 2 19
sot chiém ty I€ 11,6%,. Tién s gia dinh c6 mdc | chuyén (108 %) (78171 %) (831? %) )
bénh dong kinh chiém ty Ié 5,4%. héa | Cé N
Bang 2. Méi lién quan giira tudi khdi phat Téng ((;_Og’) (213:92%) (162/‘;%) 0,216
v ta”_‘”"‘;g":g‘;;”g kinh .- (n=67)  |(100%)|(100%)|(100%)
Tan suat |So sinh | 6 thang| 11 thang | p Gid tri p nhdn duoc qua Chi-test hoac Fisher-
con n (%) | n(%) | n (%) test khi phu hop
Con hang 10 oy 9 . Ty |é dot bién gen, bat thudng nhiém sic thé
ngdy  |(58,8%)| (40,7%) | (22%) 0,02 va réi loan cbuyen héa khac nhau gilta cac nhom
Con hang 4 17 18 tudi khdi phat nhung khong ¢O y nghia thong ké
tudn  |(23,5%)| (31,5%) | (43,9%) 0,258  (p > 0,05). DGt bién gen gép nhiéu nhat ¢ nhém
Con hang 3 15 14 sd sinh (60%), bét thudng nhiém sic thé cao
thang ~ [(17,6%)| (27,8%) | (34,1%) 0,441 nhat & nhgm %9 ngay - 6 thang (50%), con roi
. 17 54 41 loan chuyén hda gap & nhom 29 ngay - 6 thang
Tong (100%)| (100%) | (100%) (21,9%) va 7 thang - 11 thang (16,4%).

p.: Kiém dinh Chi-square
Nhan xét: Nhom tré khai phat trong giai

Bang 4. Moi lién quan hinh anh CHT so ndao
béat thuong va nhom tudi khdi phit

doan sd sinh c6 ty 1€ can dong kinh xay ra hang
ngay cao nhat (58,8%), so vdi nhom khai phat
29 ngay - 6 thang (40,7%) va nhém 7 thang - 11
thang (22%), su’ khac biét nay c6 y nghia thGng
ké (p = 0,02).

C6 27 trudng hgp dugc lam xét nghlem gen
va 28 trudng hgp dugc kiém tra nhiém sic thé.
Cac gen bénh ly dugc tim thdy kha da dang,
trong dé 4 ca cé dot bién gen SCN1A. Cac gen
khac gbm KCNQ2, CDKL5, HMGCS2, HSD17B4,

Pac diém| So |29 ngay -| 7 thang -
CHT so |sinh | 6 thang | 11 thang P
naobat | n
thudng | (%) | " (%) | n(%)
N 2 15 2
Khong |118)| (27,8 | (49
co | 12 139722 39 b,011
(88,2) ! (95,1 |
~ 17 54 41
Tong | (100)| (100) (100)
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Ty 1€ bat thudng CHT so ndo khac biét c6 y
nghia thong ké gilra cac nhom tudi khai phat (p
= 0,011). Nhdm khdi phat trong giai doan 7

thang - 11 thang cé ty Ié CHT bat thudng cao
nhat (95,1%), ti€p dén la nhédm sa sinh (88,2%).

Phan bé tén thuwong CHT theo nhom tudi khdi phat

Gidn ndo that
Cham myelin hoa
'RONng khoang dwdi nhén

Thodi hoa thin kinh

Ton thuong khdng dac hiéu

Di dang mach ndo

Bau nho

Xo hoa cd

Loan san vo nio

Ton thuong phét trién

Bét thurdmg chét trang

Teo ndo

Chén throng so ndo

Nang mang nhén

F
= I
s Nhiém tring - [
i Dot quy
T Thigu oxy—Thiuméu [y
0 1 2 3
7-11 thing

4 3 5] 7 8 3 10
58 bénh nhan

29 ngay-6thing W So sinh

Hinh 1. Phén bé bat thuong trén CHT so ndo theo nhom tudi khdi phat
d tré dong kinh trudc 1 tudi

Hinh 1 cho thdy cac c&n nguyén tén thuong
CHT so nao ctia bénh déng kinh khdi phat trudc 1
tudi phéan bd khac nhau gilta cdc nhédm tudi. Tén
thuong méc phai gdp nhiéu & ca ba nhém tudi,
trong dé teo ndo va nhiem trung la cac nguyén
nhan thudng gap. Nhém 7 thang - 11 thang cé xu
hudng gép ton thucng phét trién nhiéu hon, dic
biét la loan san vd ndo va xa hda cu.

IV. BAN LUAN

Nghién cru gdbm 112 bénh nhi véi ty 1é nam
chiém 61,6% va tudi trung binh tai thdi diém
danh gid la 17,9 = 8,3 thang. Két qua nay phu
hgp véi cac nghién clu trude day, cho thay dong
kinh & tré nhé cé xu hudng gap & nam nhiéu hon
nir.6 Phan I6n bénh nhan trong nghién cltu co it
nhat mot yéu t6 bat thudng trong tién sir ban
than hodc gia dinh. Cac bat thuGng san khoa
nhu can néng thap ldc sinh, dé ngat hodc tién sir
nhiém trung than kinh trung uong dugc ghi nhan

94

vGi ty & dang k&. Nhitng yéu t6 nay da dudc ghi
nhén |a cac yéu td nguy co quan trong cla tén
thuong ndo va dong kinh khdi phat sém, dac
biét & tré nho.3

Két qua nghién clitu cho thdy nhom tré khai
phat dong kinh trong giai doan sd sinh cé ty Ié
cdn xay ra hang ngay cao nhat (58,8%), cao han
so vGi cac nhom khdi phat sau giai doan sg sinh
va su’ khac biét co y nghia thong ké. Diéu nay co
thé lién quan dén dac diém sinh ly cla ndo trong
giai doan sa sinh, khi hé thGng dan truyén than
kinh (rc ché chua trudng thanh hoan toan va tinh
hung phan clia vé ndo cao han so vdi cac giai
doan sau. Cac nghién ciu trudc day cling cho
thdy dong kinh khgi phat cang sém trong nam
dau dgi thudng lién quan dén cac hoi chlng
dong kinh nang hon va cé nguy cd anh hudng
dén su phét trién than kinh cla tré.2

Trong nhdom bénh nhan dugc thuc hién xét
nghiém di truyén, nhiéu dot bién gen da dugc
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phat hién, trong d6 gen SCN1A la gen gdp nhiéu
nhéat (30,8%), gdp & 4 trong téng 13 bénh nhan
cd dét bién gen. Ngoai ra, con ghi nhan cac gen
khac nhu KCNQ2, CDKL5, PIGA va PCDH12. bay
déu la nhitng gen da dudc bao cdo lién quan dén
bénh dong kinh khdi phat s6m va bénh nao déng
kinh va phat trién. Nghién cfu cla Berg va cdng
su cho thay ty |é phat hién can nguyén di truyén
& tré dong kinh khdi phat s6m co thé 1én tdi trén
40% khi ap dung cac ky thuat giai trinh tu gen
hién dai.” Mac du ty 1€ phat hién dét bién gen
trong nghién cru cua ching t6i cé xu hudng cao
hon & nhdom khai phat s6m, su khac biét gilra
cac nhom tudi khéi phat khéng cd y nghia thdng
k&, co thé lién quan dén s8 lugng bénh nhén
dugc xét nghiém gen con han che

D& vai bat thudng nhiém sic thé va rdi loan
chuyé&n hda, nghién cltu cta chiing tbi khdng gh|
nhan su khac biét c6 y nghia théng ké g|u‘a cac
nhom tudi khdi phat. Tuy nhién, cac rdi loan
chuyén hdéa van chiém mét ty 1& dang ké
(16,4%). Mbt s6 bénh ly chuyén hdéa bam sinh cé
thé bi€u hién bang dong kinh trong giai doan
nhii nhi va c6 thé cai thién néu dugc phat hién
va diéu tri s6m.> Vi vay, viéc sang loc cac rdi
loan chuyen héa van co y nghia trong danh gia
can nguyén dong kinh & tré nhd, dac biét trong
nhitng trudng hgp dong kinh khé kiém soét hodc
kém theo cham phat trién.

Két qua nghién clru cling cho thay ty |é bat
thudng trén CHT so ndo kha cao va c6 su khac
biét cd y nghia théng ké gilta cdc nhdm tudi khdi
phat, trong dé nhom tré khdi phat tor 7 -11
thang tudi co ty 18 bt thudng cao nhat. Cac ton
thuong gh| nhan trén CHT bao gom ca cac ton
thuang m&c phai nhu teo ndo, di ching nhiém
trung than kinh trung uong cling nhu cac bat
thudng phat trién ndo nhu loan san vo ndo va xo
hdéa cu. Két qua nay cho thdy can nguyén cau
tric déng vai trd quan trong trong doéng kinh
khai phat sé6m. Diéu nay cling phu hgp vdéi
nghién cllu quan thé cla Gaily va cdng su, trong
dé c&n nguyén ciu trdc-chuyén hda chiém
khoang 35% cac trudng hgp dong kinh khdi phat
trong ndm dau ddi, cao han so vdi cdn nguyén di
truyén (17%) va cho thay vai trd ndi bat clia cac
bat thudng cau trdc ndo trong nhdom bénh nay.®
Vi vay, CHT so ndo dugc xem la xét nghiém can
Idm sang quan trong gilp xac dinh can nguyén
va dinh huéng diéu tri cho bénh nhan.

Két qua nghién clru cho thay can nguyén cla
doéng kinh khdi phat trong ndm dau dgi kha da

dang, bao gobm cac yéu t6 cau tric, di truyén va
mac phai. Viéc khai thac ky tién sir, két hop vdi
cac phuong tién can lam sang nhu CHT so nao
va xét nghiém di truyén cdé vai trd quan trong
trong xac dinh can nguyén va dinh hudng quan
ly dong kinh & tré nha.

V. KET LUAN

Nghién c(tu cho th8y do tudi khdi phat trong
nam dau ddi cé lién quan dén mdc d6 ndng cua
con va ty 1é bat thudng cau tric ndo. Bénh khdi
phat cang sém, dac biét trong giai doan sa sinh,
cd xu hudng con xay ra day hon. Bat thudng
trén CHT so nao chiém ty Ié cao & tat cd cac
nhém, khdng dinh vai trd ndi trdi clia can nguyén
cau tric trong dong k|nh khéi phat sém. Cac yeu
td di truyén, nhiém sic thé va chuyén hda cling
hién dién vdi ty 1& dang k€&, du khdng khac biét
theo nhom tudi khai phat.
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