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KET QUA DIEU TRI DAI HAN BENH VIEM NAO TU MIEN
KHANG THU THE N-METHYL-D-ASPARTATE O TRE EM

Nguyén Thi Bich Van', Cao Vii Hung', Vii Thu Phwong'
Vii Thj Duyén va bao Thi Nguyét'2-

'Bénh vién Nhi Trung wong

2Trwong Pai hoc Y Ha Noi

Nghién ctru héi ctru két hop tién ciru trén 61 bénh nhi chan doén viém néo tw mién khéng thu thé N-methyl-D-
aspartate (NMDA) tai Bénh vién Nhi Trung wong tir thang 1/2019 dén thang 8/2021, theo déi dén thang 5/2025,
nham dénh giéa két qua diéu tri dai han. Tudi khéi phét trung vila 7 (IQR: 4 - 10) tudi, nir chiém 59%. O giai doan
toan phat, céc triéu chumg thuong gap gém réi loan hanh vi (93,4%), suy giam nhan thirc (77,0%) va réi loan
gidc ngu (75,4%). C6 98,4% bénh nhan duoc diéu tri liéu phap mién dich bac mét va 14,8% phéi hop liéu phap
mién dich bac hai. Sau thoi gian theo déi trung binh 59,8 thang, 91,8% bénh nhan cé két qua tét (MRS < 2),
8,2% tai phét va 1 truong hop tir vong (1,6%). C6 36,1% bénh nhdn méc dong kinh, trong d6 77,2% kiém soét
duoc con va da ngirng thubc khang déng kinh tai thoi diém theo déi cudi. Viém nédo tw mién khéng thu thé NMDA
6 tré em c6 biéu hién Iam sang da dang, tién long dai han tét néu duoc chén doan sém va diéu tri kip thoi.

Tir khoa: Viém nao tw mién, két qua diéu tri, NMDA, tré em.

. DAT VAN BE

Viém ndo tw mién (VNTM) khang thu thé
N-methyl-D-aspartate (NMDA) |a bénh ly viém
n&o qua trung gian mién dich, dac trung bdi sw
xuét hién tw khang thé khang lai thu thé NMDA
tai mang sau synap. Bénh dwoc mé ta 1an dau
vao nam 2007 béi Dalmau J va céng sy va la
nguyén nhan thuwéng gép nhat cia VNTM & tré
em va ngudi Ion tré tudi, dac biét & ni gidi.!

Biéu hién Iam sang ctia bénh da dang, bao
gdm céc triéu chirng than kinh va tam than nhw
co giat, réi loan hanh vi, réi loan nhan thire, suy
gidm tri giac va rdi loan than kinh thuc vat... Do
biéu hién ban dau dé& nham I&n v&i viém néo
nhiém trung, réi loan chuyén héa hodc rbi loan
tam than nguyén phat, viéc chan doan sém
bénh & tré em van con nhiéu thach thirc. Nam
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2016, tac gia Graus F va cdng su cong bb tiéu
chuén chan doan bénh gitp chan doan va diéu
tri sém bénh ma khong cho két qua khang thé .2
Day la bwdc ngoét rat I16n trong lich st diéu tri
bénh VNTM.

Liéu phap mién dich (LPMD) da dwoc chirng
minh & phwong phap diéu tri hiéu qua, céi thién
két qua cling nhw gidm nguy co tai phat, dac
biét khi dwgc st dung sém.> LPMD bac mot
bao gdm corticosteroid, immunoglobulin tinh
mach (IVIg), trao déi huyét twong. Trudng hop
bénh nang cé thé két hop liéu phap mién dich
bac hai gém rituximab hodc cyclophosphamid.
Trong giai doan cép tinh, bénh c6 thé dién bién
nghiém trong va&i ti 1€ tr vong khodng 5%, tai
phat 15%.3 M&c du, da s6 bénh nhan cé tién
lwong tot véi diém modified Rankin scale
(mRS) tir 0 — 2, tuy nhién nhiéu trworng hop can
diéu tri duy tri LPMD kéo dai do bénh nhan van
c6 thé cai thién nhiéu thang sau doé ké tir khi
khéi phat.4

Trén thé gidi da co6 nhiéu nghién clru vé
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bénh va da dwa ra nddng thuan quéc té vé diéu
tri VNTM khang thu thé NMDA & tré em.5 Tuy
nhién, viéc chan doan VNTM & tré em la mot
thach thirc do cé sw chdng chéo biéu hién 1am
sang va nhirng khé khan trong khai thac triéu
chirng ddng thdi qua trinh héi phuc thuong
cham. Tai Viét Nam, phén I&n cac nghién cru
hién nay tap trung vao dac diém lam sang va
két qud ngadn han, chwa cé nghién clru nao
danh gia két qua diéu tri dai han, dic biét ty
& tai phat va di chirng than kinh & bénh nhi
VNTM. Vi vay, ching t6i tién hanh nghién ctru
nay v&i muc tiéu: Danh gia két qua didu trj dai
han bénh VNTM khang thu thé NMDA & tré em,
tr dé giup cac bac si nhi khoa cé thém kinh
nghiém vé bénh nay tai Viét Nam.

I. DOI TWQNG VA PHUONG PHAP
1. Déi twong

Tiéu chuén Iwa chon

- Bénh nhan dwai 17 tudi dwgc chan doan
VNTM khang thu thé NMDA va diéu tri tai Bénh
vien Nhi Trung wong tir thang 01/2019 dén
thang 08/2021, theo dai dén thang 05/2025.

- Bénh nhan dwoc chan doan xac dinh
VNTM khang thu thé NMDA theo tiéu chudn
clia Graus F va cdng sw (2016), ¢ hd so bénh
an day du.

Tiéu chuan Graus F (2016), chan doan xac
dinh VNTM khang thu th& NMDA khi c62:

(1) Khéi phat clp hoadc ban cép (< 3 thang)
véi = 4 trong cac nhém triéu ching: réi loan
hanh vi hodc nhan thirc; réi loan ngdn ngir; co
giat; réi loan van dong hodc tw thé; suy gidm
tri giac; réi loan than kinh thuc vat hodc gidam
théng khi trung tadm.

(2) C6 it nhat mot trong cac bat thwong: dich
ndo tay hodc dién nao do.

(3) Loai trtr cdc nguyén nhan khac.

(4) Phat hién khang thé khang thu th& NMDA
trong huyét thanh va/ hoac dich n&o tay.

Tiéu chuén loai trte: Gia dinh bénh nhi
khéng ddng y tham gia nghién ciru.
2. Phwong phap

Thiét ké nghién ciru: Nghién ctru hdi ctru
két hop tién clru theo déi doc hang loat ca
bénh. Bénh nhan dwoc thu nhan hdi cteu tir hd
so bénh an trong giai doan tr thang 01/2019
dén thang 08/2021, sau d6 dwoc theo dbi tién
ctu dén thang 05/2025 nham danh gia két qua
diéu tri dai han.

Chon md&u: Thuan tién, tit cd bénh nhan
dap wng tiéu chudn lya chon dwoc dwa vao
nghién clu.

Thu thap sé6 liéu: Cac thong tin dwoc thu
thap t hd so bénh an va phdng van nguoi
giam ho, bao gém:

+ D&c diém lam sang giai doan khéi phat va
toan phat.

+ Két qua can lam sang thdi diém nhap vién:
Dich n&o tay bat thweng néu tang bach cau = 5
va/ hodc téng protein = 0,45; dién nao d6; cong
hwéng tr so ndo bat thuwdng néu c6 tén thuwong
nhu mé néo.

+ Phuwong phap diéu tri va két qua theo dai.

Danh gia két qua diéu tri: Tinh trang chirc
nang than kinh dwoc danh gia béng thang diém
mRS tai cac thoi diém: trwde diéu tri, sau didu
tri 3 thang, 6 thang, 12 thang va tai thoi diém
két thuc theo d&i. Két qua diéu tri dwoc phan
loai:

+ Két qua tot: mRS < 2.

+ Két qua chua tét: mRS > 2.

Dinh nghia mét sé tiéu chuan dwoc ap dung
trong nghién ctru:

+ Tai phat: Tai phat triéu chirng kéo dai > 1
tuan ma khong giai thich béi tac dung phu cua
thudc va xuat hién sau giai doan bénh 6n dinh
it nhat 1 thang.

+ Di chirng dong kinh: xuét hién thir phat sau
VNTM, xuét hién sau pha cap tinh ctia bénh.

+ Kiém soat con: Két qua kiém soat con

TCNCYH 201 (04) - 2026

503



TAP CHI NGHIEN CU'U Y HOC

duwoc danh gia theo thang ILAE. Bap trng tt
khi bénh nhan hét con hoan toan hoac giam
> 90% tan suét con so v&i trwde didu tri (ILAE
1-3).

Xt ly s6 liéu: St dung phdn mém théng ké
SPSS 20.0.
3. Dao dirc nghién ciru

Nghién ctru dwoc tién hanh sau khi phé
duyét hoi déng dao dirc cta Bénh vién Nhi

Trung wong.

Ill. KET QUA

Trong thoi gian tir thang 01/2019 dén thang
08/2021, c6 61 bénh nhan chan doan xac dinh
VNTM khang thu thé NMDA va dwoc theo dbi
dén thang 05/2025. Tudi khéi phat trung vi la 7
tudi (IQR: 4 - 10). Nhém tudi tir 2 dén 12 chiém
da s6 (90,2%). Ty 1& n* cao hon nam véi niv
chiém 59%.

Bang 1. Triéu chirng lam sang

Triéu chirng

Khéi phat (n ,%)

Toan phat (n, %)

Triéu ching than kinh

Co giat 28 (45,9%) 31 (50,8%)
Liét van dong khu trd 6 (9,8%) 22 (36,1%)
Suy gidm nhan thirc 3 (4,9%) 47 (77,0%)
Triéu chirng tam than

R6i loan hanh vi 19 (31,1%) 57 (93,4%)
Réi loan cadm xuc 10 (16,4%) 42 (68,9%)
Loan than 4 (6,6%) 4 (6,6%)
Réi loan giac ngu 14 (23,0%) 46 (75,4%)
R6i loan ngdn ngty 12 (19,7%) 29 (47,5%)

O thoi diém khai phat, triéu chirng thuong
gdp nhét 1a co giat (45,9%) va rbi loan hanh vi
(31,1%). O giai doan toan phat, cac triéu chirng
chiém wu thé 1a réi loan hanh vi (93,4%), suy
gidm nhan thirc (77,0%) va rdi loan gidc ngl
(75,4%). Rbi loan ngdn ngi gap & 47,5% bénh
nhan.

93,5% bénh nhan cé hoat ddng nén cham
so v&i tudi va 70% bénh nhan cé dich ndo
tuy bat thwdng (tdng protein va/ hodc tdng sb
lwong té bao bach cau). Cé 24,6% bénh nhan
c6 tén thwong bat thwong trén cong hwédng tr
S0 ndo va 2 bénh nhan (5,6%) phat hién u quai
budng trirng.

Bang 2. Pic diém can lam sang thoi diém nhap vién

Dic diém n, %
‘ Hoat ddng nén cham 43 (93,5%)
Bign nao do Song delta ban chai 1(2,2%)
(n = 46) 2 i
Hoat dong kich phat dang dong kinh 11 (23,9%)
Bét thuong 42 (70%)

Dich néao tay
(n = 60)

Protein > 0,45 g/L

13 (21,6%)

Té bao > 5/mm?

37 (61,7%)
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Dic diém n, %
B4t thuwong 15 (24,6%)
] ) Tén thwong thuy thai dwong 5 (8,2%)
C(Sllg6h131’0’ng ftr so nao T(j)n thwong tiél,J né,o 4 (6,6%)
Ton thwong chat trang rai rac dwéi vé 5 (8,2%)
Tén thwong nhan xam trung wong 4 (6,6%)
U quéi bubng trimg & ni¥ (n = 36) 2 (5,6%)
Bang 3. Phwong phap diéu tri
Phwong phap diéu tri n (%)

Corticosteroid don thuan

15 (24,6%)

Corticosteroid + IVIg

45 (73,8%)

Liéu phap mién djch -
Két hop rituximab

9 (14,8%)

Két hop mycophenolate mofetil

28 (45,9%)

Thubc khang doéng kinh

31 (50,8%)

Thé may 3 (4,9%)
Phau thuat cat u budng trirng 2(3,2%)
Loc mau 1(1,6%)
IVIg: immunoglobulin tinh mach
Trong 61 bénh nhan, c6 98,4% bénh nhan C6 50,8% bénh nhan diéu tri thuéc khang

duoc diéu tri LPMD bac 1 (corticosteroid va doéng kinh két hop véi LPMD. C6 3 bénh nhan
IVIg), 14,8% két hop diéu tri LPMD bac 2 bang (4,9%) thé may, 2 bénh nhan dwoc diéu trj cat

rituximab. bd khdi u budng tring.
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Trwdc diéu tri 86,9% bénh nhan c6 diém
mRS > 2. Sau diéu tri, thoi diém 3 thang, 6
thang, 12 thang diém mRS < 2 diém lan lvot |a
78,7%, 88,5%, 90,2%.

Sau thoi gian theo doi trung binh 59,8 thang
(48 - 73 thang), c6 91,8% bénh nhan dat két
qua diéu tri tot.

Bang 4. Di chirng dong kinh va ty Ié tai phat

Di chirng n (%)
Ty 1& dong kinh sau viém nao tw mién 22 (36,1%)
S6 bénh nhan kiém soat con 17 (77,3%)
Tai phat bénh 5(8,2%)
Tl vong 1(1,6%)

Ty 1&€ dong kinh sau VNTM khang thu thé
NMDA gap & 22 bénh nhan (36,1%), trong do
17/22 bénh nhan (77,3%) kiém soat dwoc con
co giat va da ngirng thudc khang dong kinh tai
thoi diém theo ddi cudi cung. Tai phat bénh
dwoc ghi nhan & 5 bénh nhan (8,2%). Cé 1
bénh nhan t& vong.

IV. BAN LUAN

VNTM khang thy thé NMDA la thé bénh
thwong gap nhat & tré em, co ché bénh sinh
liéen quan dén sw hinh thanh tw khang thé
chéng lai tiéu don vi GluN1 cla thu thé NMDA,
lam r6i loan dan truyén than kinh va gay ra cac
biéu hién than kinh — tam than d&c trung.¢ Thu
thé NMDA rét quan trong trong dan truyén than
kinh, tap trung chd yéu & ving hdi hai ma va
vd ndo. Trong VNTM khang thu thé NMDA, sy
tAn cong cltia khang thé khong chi anh hudéng
dén thu thé NMDA ma con gay giam thu thé
dopamin trén bé mat t& bao. Diéu nay déng vai
trd quan trong gay ra cac triéu chirng loan than
& bénh nhan.” Trong nghién clru cla ching
t6i, cac triéu chirng thwéng gap nhét trong giai
doan toan phat la rdi loan hanh vi, suy gidm
nhan thirc va réi loan gidc ngu. Két qua nay phu
hop vé&i mé ta clia Gurrera va cong sw, cho thay
rbi loan hanh vi |4 triéu chirng ndi bat & tré em
mac VNTM khang thu th& NMDA, trong khi co
giat thuwong xuét hién sém trong giai doan khéi

phat.8 Diéu nay goi y rang & tré cé co giat khdi
phat cAp hodc ban cip kém theo thay ddi hanh
vi, can nghi dén chan doan VNTM dé tranh
chén doan mudn.

Ty 1é u quai budng trirng trong nghién ctru
cla chung t6i 1a 3,2%, thap hon so v&i nguoi
I&n va phu hop véi déc diém dich té hoc & tré
em do la bénh thwong khéi phat sau nhiém
virus hoac khdéng ré nguyén nhan. Cac nghién
ctu cho thdy méi lién quan gitra VNTM khang
thu thé NMDA va u quéi budng trirng cao hon
ré rét hon & ni¥ gidi sau day thi, trong khi & tré
nhd da sb trwong hop khoéng tim thay khéi u
di kém.3° Piéu nay nhan manh vai trd cla tam
soat khéi u & tré 1on va ni vi thanh nién méac
bénh. Tir d6 c6 phuong phap diéu tri phu hop.

Diéu tri LPMD sé'm |a nén tang trong quan ly
VNTM khang thu th& NMDA. Trong nghién ctru
cla chung t6i, hdu hét bénh nhan dwoc diéu
tri LPMD bac moét béng corticosteroid va/ hoac
IVlg, mét ty I& nhd dwoc st dung liéu phap mién
dich bac hai. Két qua nay twong tw nghién ctru
clia Wright va cong sw, trong d6 corticosteroid
va IVIg 1a lwa chon diéu tri ban dau phd bién
nhat & tré em.® Dong thuan quéc té vé diéu tri
bénh & tré em ciing khuyén céo phdi hop nhiéu
LPMD trong cac trwdng hop bénh nang hoac
dap ng kém véi diéu tri ban dau.’

Két qua theo dbi lau dai cho thay ty I& bénh
nhan dat két qua diéu tri tbt (MRS < 2) tdng dan
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theo thoi gian va dat trén 90% tai thoi diém theo
d&i cubi cung. Két qua nay phu hop véi nghién
ctru cla Titulaer va cong sw, ghi nhan phan 1&n
bénh nhan cé thé phuc hdi chirc nang tét trong
vong 24 thang néu dwoc diéu tri bAng LPMD
kip thoi.? Viéc cai thién dan theo thoi gian ciing
cho thdy qua trinh héi phuc ctia bénh thuong
kéo dai va can theo d&i dai han dé danh gia day
dd dap (ng diéu tri cta bénh.

Két qua nghién ctu cho thay sy hdi phuc
chc nang than kinh dién ra rd rét nhat trong
6 thang dau sau diéu tri. Ty I& bénh nhi dat
mRS 0 - 1 tédng nhanh ti giai doan truwéc diéu
tri 1én sau 3 thang va tiép tuc cai thién dang
ké dén thoi diém 6 thang, trong khi cac mic
dé di chirng nang (MRS 2 3) giam twong ng.
Sau méc 6 thang, tbc do cai thién cé xu huéng
cham lai, v&i mirc tang thém khong dang ké &
nhém mRS béng 0. Dién bién nay phu hop véi
d&c diém bénh sinh ctia bénh VNTM khang thu
thé NMDA, trong d6 giai doan sém sau diéu tri
mién dich tich cwc déng vai trd quyét dinh trong
viéc hdi phuc rdi loan chirc nang synap. Két
qua nay ciing goi y rang viéc chan doan sém va
didu tri kip thdi c6 thé anh huéng truc tiép dén
murc dd hdi phuc trong 6 thang dau, la “ctra sb
vang” cho cai thién chirc nang than kinh lau dai.

Ty |é tai phat trong nghién cru clia chung
t6i 1a 8,2%, thap hon so véi mot sb nghién ciu
québc té (khodng 10 - 15%). Céac tac gia cho
réng nguy co tai phat cao hon & nhirng bénh
nhan khong cé khéi u di kém, tri hoan diéu tri
liéu phap mién dich hodc khéng dwoc diéu tri
liéu phap mién dich bac hai khi can thiét.> Do
do, viéc theo ddi lau dai va diéu tri duy tri bang
thudc e ché mién dich & nhitng trwong hop
nguy co cao la can thiét nham giam ty & tai
phat.

DPong kinh trong giai doan cap 1a biéu hién
thwdng gap, tuy nhién ty I&€ dong kinh man tinh
sau VNTM khang thu thé NMDA nhin chung
khéong cao. Trong nghién clru cta chung toi,
khoang mot phan ba bénh nhan cé déng kinh

sau viém ndo, nhung da sb kiém soat duoc
con va cé thé ngrng thubc khang dong kinh.
Két qua nay twong dong véi nghién clru cla
Gifreu va cong sw, cho thdy déng kinh trong
VNTM thwong tién lwong tt, nguy co dong
kinh man tinh cao hon & nhirng bénh nhan
c6 tén thwong cAu tric néo, dap wng kém voi
LPMD hodc can théd may trong giai doan cap.
Diédu nay nhan manh vai trd cla didu tri sém
va tich cyc trong viéc gidm nguy co di chirng
ddng kinh lau dai.

Nghién cru clGa chung téi cé mét sb han
ché. C& méu con it va dwoc thyc hién tai mot
trung tdm duy nhét, do d6 kha n&ng khai quat
hoa két qua con han ché. Bén canh dé, nghién
clu mang tinh mé ta, chwa tién hanh phan tich
mbi lien quan do c& mau con it va ty 1& bénh
nhan c6é mic do bénh nang tai thoi diém theo
ddi cudi cung thap, nén chwa xac dinh duoc
cac yéu to lién quan dén két cuc diéu tri. Tuy
nhién, nghién ctru cé wu diém 14 thoi gian theo
ddi dai, cho phép danh gia twong dbi day da két
qué diéu tri 1au dai & tré em mac VNTM khang
thu thé NMDA tai Viét Nam.

V. KET LUAN

VNTM khang thu thé NMDA & tré em c6 biéu
hién lam sang da dang, trong d6 thuwdng gap
nhét 1a réi loan hanh vi, suy gidm nhan thirc va
rbi loan gidc ngu. Phan 1&n bénh nhan dat két
qué chlrc nang thuan loi trong 6 thang dau va
tiép tuc cai thién theo thei gian. Tuy nhién, van
tdn tai nguy co tai phat va di chirng dong kinh &
mot sb bénh nhan, do d6 can theo déi dai han
dé phat hién s&m va can thiép kip thoi.
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Summary

LONG-TERM TREATMENT OUTCOMES OF ANTI-N-METHYL-
D-ASPARTATE RECEPTOR AUTOIMMUNE ENCEPHALITIS IN
CHILDREN

A retrospective-prospective study was conducted on 61 pediatric patients diagnosed with anti—N-
methyl-D-aspartate (NMDA) receptor autoimmune encephalitis at the National Children’ Hospital
from January 2019 to August 2021, with follow-up until May 2025, to evaluate long-term treatment
outcomes. The median age at onset was 7 years old (IQR: 4 - 10), where 59% were females.
During the acute phase, the most common clinical manifestations were behavioral disturbances
(93.4%), cognitive impairment (77.0%), and sleep disorders (75.4%). First-line immunotherapy was
administered in 98.4% of patients, and 14.8% received combined second-line immunotherapy. After a
mean follow-up duration of 59.8 months, 91.8% of patients achieved a favorable outcome (MRS < 2),
8.2% experienced relapse, and one patient passed on (1.6%). Epilepsy occurred in 36.1% of patients,
of whom 77.2% achieved seizure control and discontinued antiepileptic drugs at the last follow-up.
Pediatric anti-NMDA receptor autoimmune encephalitis presents with diverse clinical manifestations,
and long-term prognosis is generally favorable with early diagnosis and timely treatment.
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