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VIEM NAO TU MIEN DO TU’ KHANG THE KHANG THU THE N-METHYL-
D-ASPARTATE (ANTI-NMDAR) KiCH HOAT BO'I VIEM NAO DO HERPES
SIMPLEX VIRUS: BAO CAO CA LAM SANG PIEU TRI THANH CONG
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TOM TAT

Trong nhimg nim gin ddy, ngdy cang co
nghién ctru bao co viém ndo do khang thé khang
thu thé N-methyl-D-aspartate (NMDAR) c¢6 thé
duoc kich hoat bdi viém ndo do vi rat herpes
simplex (HSV), thong qua trung gian mién dich.
Bao cao nay mo ta mot bénh nhan nam 22 tudi,
phat trién céc triéu chimg cua viém nio ty mién
sau khi viém ndo do HSV dugc diéu tri khoi 2
tuan véi PCR-HSV dich ndo tiy am tinh. Bénh
nhan d3 duoc chin doan xac dinh viém ndo tu
mién do anti-NMDAR va duoc diéu trj thanh
cong du con dé lai di chimng vé rdi loan ngdn ngit.

Tir khéa: Viém ndo tu mién, tu khang thé
khang thu thé H-Methyl-D-Asparate

SUMMARY
ANTI-N-METHYL-D-ASPARTATE
RECEPTOR ENCEPHALITIS
TRIGGERED BY HERPES SIMPLEX
VIRUS ENCEPHALITIS:

A SUCCESSFUL TREATMENT CASE
REPORT
In recent years, more and more studies have
reported that anti-N-methyl-D-aspartate receptor
(NMDAR) encephalitis can be triggered by
herpes simplex encephalitis through immune-
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mediated response. This report describes a 22-
year-old male patient who developed symptoms
of autoimmune encephalitis 2 weeks after Herpes
simplex encephalitis was treated to negative
cerebrospinal fluid PCR-HSV. The patient was
diagnosed with autoimmune encephalitis due to
anti-NMDAR and was successfully treated
despite existing sequelae of speech disorder.

Tir khéa: Autoimmune encephalitis, anti-N-
methyl-D-aspartate receptor

I. GIO1 THIEU

Viém ndo do khang thu thé N-methyl-d-
aspartate (anti-NMDAR) duoc Dalmau va
cong sy mo ta lan dau tién vao nam 2007, 1a
mot bénh 1y véi céc tri¢u chung tam than
kinh chii yéu ¢ phuy nit tré [1]. Mdi lién quan
cua bénh nay véi hoi ching can u duogc ghi
nhan, loai ung thu phd bién nhit c6 ngudn
gbc tir budng trimg - thuong 1a u quai [2].
Tuy nhién, cac khéi u tan sinh cua trung tht,
u quai, ung thu tinh hoan [3] va u than kinh
dém pontine [4] cing da dugc mo ta. Viém
ndo do vi rat Herpes simplex (HSV) la
nguyén nhan thuong gip giy ra bénh viém
ndo ning, co thé giy tir vong & tré em va
ngudi 16n trén toan thé gidi. Bénh thudng
xay ra theo mdt dot nhung 12% —27% bénh
nhan phat trién cac triéu ching than kinh tai
phat vai tun sau khi cac xét nghiém vé HSV
trong dich ndo tuy da am tinh va li€u trinh
diéu tri bang acyclovir da két thuc [5], [6].
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Trong nhitng nim gan day, ngay cang co
nhiéu nha nghién ctru dua ra biang chung
rang viém ndo NMDAR c6 thé duoc kich
hoat boi viém ndo do HSV théng qua trung
gian mién dich. Gia thuyét nhan duoc nhiéu
su ddng thuan boi phat hién gan day cho thay
cac bénh nhan (BN) nay xuét hién khang thé
immunoglobulin G (IgG) chdng lai tiéu don
vi GIuN1 cua thu thé NMDA (NMDAR) va
d6i khi ddi véi mot sb protein tiép hop da
biét hodc chua biét khac. Bién chung 1am
sang nay it dugc ghi nhan & nguoi I6n va
thanh thiéu nién hon so véi tré em [7]. Nhan
biét kip thoi su tién trién dén bénh ly nay sau
khi BN di tung viém ndo HSV 14 rat quan
trong vi liéu phap mién dich kip thoi co higu
qua trong diéu tri, tir 6 cai thién chat lugng
cudc séng ciia BN va gia dinh ho.

Trong bai bao nay chung tdéi moé ta mot
bénh nhan viém ndo NMDAR bi kich hoat
sau khi bi viém ndo do HSV, duoc chan doan
va diéu tri thanh cong tai Khoa Than kinh —
Bénh vién Quan y 103 vao thang 7-8 niam
2021.

Il. CA LAM SANG

Bénh nhan (BN) nam 22 tudi xuat hién
triéu ching bénh cip tinh vao 14/6/2021 voi
c4c trigu chung: dau dau, budn nén, sét. BN
di kham tai phong kham tu, dugc chyp phim
MRI so n&o ghi nhan c6 tén thuong tai ving
thai dwong hai bén, uu thé bén trai, khéng xir
tri gi dac hiéu. Pén 15/6/2021 BN dau dau
tang, roi loan y thuc, duoc di kham va diéu
tri tai BV Bach Mai, dugc xét nghiém dich
ndo tuy PCR-HSV duong tinh, MRI s¢ néo
tén thuong thiy thai dwong hai bén 15. BN
di dugc chan doan xac dinh viém néo HSV,
dugc diéu tri bang Acyclovir truyén tinh
mach. Sau diéu tri hai tuan, BN hét sot,
khong con dau dau, khdng liét, di lai binh
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thuong, xét nghiém lai PCR-HSV dich nédo
tay 4am tinh. BN dugc chuyén vé BV Ha
Péng diéu tri cang ¢b. Sau 1 tuan diéu trj tai
BV Dba khoa Ha Pong, BN duoc ra vién
trong tinh trang: tinh tdo, tiép xuc duoc
nhung tri nhé giam, khong sét, khong liét,
khong c6 réi loan tdm than va khong c6 con
dong kinh. Ngay thur 4 sau khi ra vién, BN
Xuat hién triéu chang rdi loan tdm than nhu
no6i nhiéu va noi nhirng nodi dung khéng phu
hop, sau d6 2 ngay BN chuyén sang trang
thai kich thich, loan than, sét, vao khoa
Truyén nhiém 18/7/2021 trong tinh trang: c6
a0 thi, ao thanh that, n6i nhiéu noi dung
khong phti hop, chiri béi moi ngudi, BN van
di lai duoc. BN dugc diéu tri bang thudc an
than, sau 3 ngay, BN chuyén sang trang théi
hon mé, goi hoi khong tra 101, khong dap tng
khi kich thich dau, ting truong luc co toan
than, sét 37,5-38 d6. BN duoc chuyén dén
Khoa Noi Than kinh trong tinh trang: hon
mé, khong dap tng vai kich thich dau, ddng
tir hai bén déu 4mm, phan xa dong tir véi anh
sang (+), sot 38 do C, cung gay (+), Kernig
(+), tdng truong lyc co toan than, uu thé nua
nguoi phai, quay dau vé bén phai, phan xa
gan xuong déu, phan xa bénh ly b6 thap am
tinh. BN dugc hoi chan tai diéu tri lai 1 dot
Acyclovir truyén tinh mach, khang sinh. Bén
ngay 03/8/2021, tinh trang 1dm sang cua BN
van khong cai thién: hon mé, khong dap wng
v6i kich thich dau, sét xung quanh 38 d9,
Xuit hién cac con gong cang, mdi con kéo
dai khoang 1-2 phut, tang truong luc co toan
than, quay dau vé bén phai. BN dugc choc
dng sbng that lung xét nghiém lai: Protein:
0,99¢/l, TB:14 (N: 5%, L: 95%), PCR HSV
dich ndo tay am tinh, cac xét nghiém khéac
CMV IgG, IgM am tinh, lao, Elisa cac loai
nim va ky sinh trung déu am tinh, cidy mau
am tinh, HIV, AntiHCV va HBsAg am tinh,



TAP CHi Y HOC VIET NAM TAP 519 - THANG 10 - SO DAC BIET - 2022

MRI so ndo chup lai ghi nhan tén thuong cii
ving thai duong trai va ton thuong thuy thai
duong hai bén lan rong hon so v&i phim MRI
so ndo chup tai BV Bach Mai vao 18/6/2021,
khong ngam thudc d6i quang tir. Tuy nhién,
khong c6 phim chup MRI so ndo thoi diém
BN ra vién sau khi diéu tri viém néo do HSV
nén khong thé danh gia c6 hay khong ton
thuong mai trén phim MRI so ndo nay. BN
duoc xét nghiém tam soat cac khang thé co
thé gay viem ndo ty mién (NMDAR,
CASPR2, AMPARR1/R2, LGI1, DPPX,
GABA) vao 03/8/2021. Bén 08/8/2021, két
qua xét nghiém cho thdy dich ndo tuy cua
bénh nhan duong tinh vai anti-NMDAR. BN
dugc sir dung Corticoid liéu xung (pulse
therapy) 1000mg/ngay truyén tinh mach x 5
ngay tir 09/8-13/8. Sau dot diéu tri nay, 1am
sang cua BN c0 cai thi¢én nhung khong dang
ké: mo mat va dap tng khi kich thich dau
nhung cham, chua lam theo ménh Iénh va

1”/

chua néi duge. Khoa di tién hanh hoi chan
va quyét dinh tiép tuc diéu tri chuyén doi
huyét twong (Plasma Exchange — PEX) cho
bénh nhan (BN dugc PEX 4 lan tir 16-19/8).
Sau dot diéu tri ndy, l1am sang cua BN
chuyén bién kha tét: BN tinh, mé mit, tiép
xtc cham, lam theo lénh duoc, ndi chua rdo
tiéng, ¢6 con r6i loan tam than, ko con con
gong cing. BN ra vién 10/9/2022 sau 54
ngay diéu tri trong tinh trang: tinh, tiép xuc
dugc, di lai duoc, liét 4 nguoi phai, diém
mRS 1a +3 diém, con biéu hién rdi loan tam
than, khong co con gong cing. BN duoc duy
tri tiép cac thudc Tegretol, Olanzapin. Theo
doi sau 1 nam didu trj (28/6/2022), BN tinh
téo, tiép xtic dugc, khong con con dong kinh,
khong con rdi loan tdm than, van dong hoi
phuc, khong con liét, diém mRS 1a 0 diém.
Tuy nhién BN bi réi loan ngdn ngit quén,
mat doc, mat viét.

H2. MRI s¢ néo cia BN tgi Bénh vign Bach Mai 18/6/2022
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Sc3
TIR/IM

Hinh 4. BN N.V.T sau khi ra vi¢n 11 thang
(Anh chup thang 7/2022)

I1l. BAN LUAN

Truong hop viém ndo khang thy thé
NMDA duoc kich hoat boi viém nao do
HSV duoc bao cdo 1an dau tién vao nam
2012 [8]. Cho dén nay, co ché dugc dong
thuan nhiéu nhét 1a nhiém vi rat h¢ than kinh
trung wong, dac biét 1a nhiém vi rat herpes
simplex, dan dén t6n thuong viém ning thiy
ndo phia ngoai vi va hoai tir md, gy ra tiép
xtc v6i yéu to quyét dinh khang nguyén thu
thé NMDA va kich hoat phan tng tu mién
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dich. Khang thé khang thu thé NMDA dugc
tao ra trong hé than kinh trung wong ciing c6
thé xAm nhdp vao mau ngoai vi qua hang rao
mau ndo bi tén thuong va lam cho khang thé
nay duong tinh trong mau [9].

Viéc x4c dinh sy ton tai céc khéang thé
dbi voi NMDAR va cac protein tiép hop
khac di cung cép bang chimg cho cac gia
thuyét trudc day 1a triéu ching tai phat sau
viém nao do HSV (hoac chiing mua giat sau
viém nio do HSV) c6 thé qua trung gian
mién dich, tir 46 nang cao nhan thirc cia thay
thuc vé bién chimg niy & tré em va nguoi
16n [7]. Trudc day, co ché bénh sinh qua
trung gian mién dich thuong khong duge dua
ra, hodc dugc coi 1a dién bién mudn cua
bénh, gidi thich cho sy cham tré dang ké
trong lidu phap mién dich. Ngoai khang thé
khang NMDAR, bénh nhan cé thé co cac
khang thé véi GABAR hodc cac khang
nguyén bé mit té bao than kinh khac. Trong
ca 1am sang nay cta chung t6i, BN xuat hién
cac triéu chung than kinh mai (réi loan nhan
thie, tam than va sau do tién trién dén hon
mé, dong kinh, va liét ntra nguodi) ngay sau
khi két thic dot diéu tri viém ndo do HSV
khoang gan 2 tuan. Trong thoi gian khi bénh
nhan méi vao vién, ching t6i con nghi ngo
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¢6 thé BN bi mot dot tai hoat dong tro lai cua
HSV, va quyét dinh diéu tri lai mot dot
Acyclovir nhung 1am sang khong c6 hi€u qua
tuong xtng voi két qua xét nghiém PCR-
HSV trong dich ndo tiy am tinh. Va sau khi
BN vio khoa 2 tudn thi chung t6i méi xéac
dinh duoc nguyén nhan cac triéu chimg rbi
loan than kinh méi biéu hién cia bénh nhan
12 do viém ndo tu mién védi anti-NMDAR.
Ngay sau d6 BN duoc diéu tri bang cac liéu
phap mién dich. M6t s6 nghién ciru ciing dua
ra nhan dinh, khong phai bénh nhan nao xut
hién cac bénh 1y than kinh qua trung gian
mién dich (viém ndo tu mién) sau viém ndo
do HSV cling dugc phat hién, gy ra sy cham
tré trong chin doan va diéu tri cho BN. Vi
vy, cac nha khoa hoc dwa ra khuyén céo
bénh nhan viém nao do HSV nén dugc theo
ddi can than dé phat hién bat ky triéu ching
nao tai phat, cac tridu chimg tén thuong than
kinh cii ndng 1én hodc phat trién cac thay doi
hanh vi-tdm than c6 hodc khong kém theo cir
dong bat thuong. Bat ky tridéu chimg nao
trong sd nay déu can canh giac vé sy tai phat
ciia virus hodc mot bién chimg qua trung
gian mién dich [10]. O BN nay, sau khi diéu
trj viém ndo do HSV, BN di hdi phuc tuong
di t6t chi con mot sb thiéu sot than kinh nhu
gidm tri nho, ndi ¢6 luc khong phu hop chu
dé, nhung trong dot bénh tién trién méi, BN
biéu hién triéu chtng rdi loan tim than, dau
tién 13 noi nhiéu, khong dung chu dé, sau do
la kich thich, rdi loan tdm than va chuyén
sang hon mé. Pic diém 1am sang & BN cua
chung toi ciing kha tuong dong voi céc
nghién ctu khéc. Trudc khi viém ndo tu

mién bi kich hoat, tét ca cac bénh nhan déu
6 thé hop téc, giao tiép va thuc hién mot sd
hoat dong sinh hoat hang ngdy tuy van con
cac han ché gy ra boi cac ving hoai tir do
virus gy ra (thuong anh huong dén tri nho
ngin han va ngdn ngir). Tuy nhién, dic diém
lam sang nay trai ngugc voi tri¢u ching lam
sang quan sat duogc trong dot hoat dong ctia
viém ndo tw mién, khi hdu hét bénh nhan bi
kich dong, hung hang, khong hop tac, mdt $6
c6 y dinh ty tu, co giat hodc gidm mirc do y
thirc tién dén hon mé [10]. Nhu vay, trong
truong hop BN sau viém n3o do HSV ma
xuét hién céac triéu ching r6i loan tim than
hodc cac thiéu sot than kinh mdi, hodc su
ning 1én cua cac thiéu sot than kinh sin co
thi cin duoc xét nghiém dich ndo tiy va
khang thé bé mit té bao than kinh (chu yéu 1a
NMDAR) dé chan doan cac dot tai phat qua
trung gian mién dich sau viém ndo do HSV,
va can duoc xem xét & tit ca bénh nhan. Néu
khang thé NMDAR am tinh nén xét nghiém
tim cac khang thé khac. Diéu nay s& gitp
chung ta chan doan nhanh chéng va dua ra
liéu phap mién dich dung cho BN nham cai
thién céc triéu chung va anh hudng co loi
dén chat luong cudc séng cua bénh nhan va
gia dinh ho. V&i BN trong bao céo cta chung
toi, néu duoc phan xa sém va lam XN khang
thé tu mién sém thi BN s& duoc chan doan
xéc dinh va diéu tri bang liéu phap mién dich
som hon 1 tuan. Trong truong hop dé, ngay
sau khi dugc diéu tri bé‘mg Corticoid liéu
xung sém hon, BN ¢6 thé di phuc hdi ma
khong can dén liéu phap chuyén doi huyét
tuong?
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Ngoai ra, xét vé& khia canh diéu tri, &
BN cua ching t6i, du diéu tri bang liéu phap
mién dich ban dau 1a Corticoid liéu xung
chua mang lai hi¢u qua, nhung viéc diéu tri
tiép theo bang mot liéu phap mién dich khac
1a chuyén d6i huyét twong da mang lai hiéu
qué diéu tri tot cho BN. Nhu vay, & BN nay,
triéu chung viém ndo ty mién cia BN dap
ung voi liéu phap diéu tri mién dich, va can
su két hop thém liéu phap mién dich khac
khi liéu phap ban dau chua cho két qua nhu
mong mudn. Mot yéu diém trong nghién ciru
ctia chung t6i d6 1 chua xét nghiém dé dinh
luong anti-NMDAR trudc va sau diéu tri.

IV. KET LUAN

Trong truong hop BN sau viém ndo do
HSV xuit hién cac triéu ching r6i loan tAm
than hodc cac thiéu sot than kinh méi, hoic
sy nang lén cua cac thiéu sot than kinh sin
c6 thi can duoc xét nghiém dich ndo tuy va
khang thé bé mit té bao than kinh (chi yéu 1a
NMDAR) dé chin doan cac dot tai phat qua
trung gian mién dich sau viém ndo do HSV.
Néu khang thé NMDAR am tinh nén xét
nghiém tim cic khang thé khac. Khi diéu trj
viém ndo tu mién sau viém ndo do HSV co
thé két hop thém lidu phap mién dich khac
khi liéu phap mién dich ban dau chua cho két
qua nhu mong mudn.
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