TAP CHI NGHIEN ClPU Y HOC

DAC PIEM LAM SANG, CAN LAM SANG VIEM NAO
KHANG THU THE N-METHYL-D-ASPARTATE (NMDA)
SAU VIEM NAO HERPES SIMPLEX O’ TRE EM

D6 Thanh Hwong', Nguyén Thi Bich Van2, Cao Vii Hung? va Pao Thi Nguyét'™

"Trwong Dai hoc Y Ha Noi
2Bénh vién Nhi Trung wong

Mé ta dsc diémlém sang, can lam sang cua 11 bénh nhén cé triéu chiing than kinh téi phat sau viém ndo Herpes
simplex (HSV) & tré em. Mo té cét ngang hang loat cac ca bénh tir thang 11 ndm 2019 dén thang 12 ndm 2021.
O thoi diém nghién ctru, tét cd bénh nhdn déu cé khang thé khang thu thé NMDA (N-methyl-D-Aspartate) duong
tinh va Polymerase Chain Reaction (PCR) HSV &m tinh trong djch néo tdy. Thoi gian khdi phat bénh trung binh
sau viém ndo HSV Ia 22,9 + 7,4 ngay. Triéu chirng hay gép nhét I réi loan van déng (81,8%), suy gidm tri giac tai
phét va sét lai (63,6%). Xét nghiém dich néo tiy c6 tdng bach cau va néng dé protein. Bién ndo db hay gép séng
chém khu trii hodc lan téa hai ban cdu. Céng huéng tir so ndo khéng cé tén thurong hoai tir méi. Viém néo khang thu
thé NMDA sau viém ndo HSV cé thé gép & tré nhd. Céc bac sy 1dm sang cén lam xét nghiém tim khang thé khang

thu thé NMDA trong dich néo tay néu bénh nhén c6 triéu chiing than kinh méi hodc tai phat sau viém ndo HSV.

T khéa: Viém nao khang thu thé NMDA, Herpes simpex virus, tré em.

I. DAT VAN BE

Herpes simplex virus (HSV) la nguyén nhan
thwong gap gay viém nao & ca tré em va nguwoi
I&n. Bénh thwdng dién bién néng va cé thé gay
tlr vong trén pham vi toan thé gi¢i.' Bénh ch
yéu c6 mot pha nhung khoang 12 - 27% trudng
hop c6 triéu chirng than kinh tai phat vai tudn
sau khi ngirng diéu tri acyclovir va xét nghiém
HSV am tinh trong dich nao tuy.

Triéu chirng hay gap & tré em sau viém nao
HSV 1a loan van dong. Gia thuyét cé rbi loan
qua trung gian mién dich da dwoc nhiéu tac gia
ang ho bdi sw phat hién khang thé khang tiéu
don vi GluN1 ctia thu thé N-methyl-D-Aspartate
(NMDA) trong dich ndo tly va trong mau cla
bénh nhan sau viém ndo HSV.2* NMDA |la mét

loai thu thé glutamate bao gém ba tiéu don vi,

Téac gia lién hé: Bao Thi Nguyét
Truong Pai hoc Y Ha Noi

Email: daothinguyet@hmu.edu.vn
Ngay nhén: 30/05/2022

Ngay duoc chdp nhén: 02/07/2022

cht yéu phan b6 trong céc té bao than kinh, co
vai tro trong kiém soat nhan thitrc, hanh vi, cdm
xUc va van dong. Gia thuyét vé co ché trong
viém nao khang thu thé NMDA sau viém ndo
HSV la sy giadi phéng ra khang nguyén protein
tr cac té bao than kinh bj tén thwong do HSV
va cac protein nay tré thanh dich dap ing mién
dich.2 Khang thé khang thu th& NMDA thudng
xuat hién ttr 1 - 4 tudn sau viém nao HSV.* Phan
biét viém n&o HSV tai phat va viém nzo tw mién
la van dé quan trong trong diéu tri va tién lwong
bénh nhan. Chan doan dwa vao bénh str, tham
kham Iam sang, xét nghiém dich no tdy, cong
hwéng tir so ndo (MRI) va dap (rng v&i diéu tri
thudc khang vi rat hodc thuéc (rc ché mién dich.
Chén doan s&m bénh nay rat quan trong vi diéu
tri béng liéu phap mién dich cé hiéu qua va giup
cai thién chat lwong cudc sbng ctia bénh nhan
va gia dinh. Trong 2 nam, chung téi thu thap
dwoc 11 trwedng hop bénh nhan cé triéu chirng
tai phat sau viém n&o HSV tai B&nh vién Nhi
Trung wong v&i triéu chirng 1am sang rat da
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dang. Trong b&o cdo nay, chung tdi tién hanh
mo t& d&c diém lam sang va can l1am sang cla
nhém viém ndo tw mién khang thu thé NMDA
sau viém nao HSV.

Il. DOI TWVONG VA PHUONG PHAP
1. Péi twong

Tiéu chuan Iwa chon

Tw thang 11 ndm 2019 dén thang 12 nadm
2021 tai Bénh vién Nhi Trung wong, chung téi
thu thdp dwoc 11 bénh nhan co triéu chirng
than kinh tai phat hodc xuét hién triéu chirng
than kinh méi sau diéu tri viém nao HSV (cac
bénh nhan nay cé két qua xét nghiém PCR
HSV am tinh sau diéu tri acyclovir).

Tiéu chuan chan doan Viém nado khang thu
thé NMDA: Bap (rng tiéu chuan chan doan viém
ndo tw mién cla Graus F va cé xét nghiém
khang thé khang thu th& NMDA dwong tinh trong
dich ndo tdy. Tiéu chudn chan doan cla viém
ndo tw mién cla Graus F:5 Viém ndo tw mién cd
thé dwoc chan doan khi co da 3 tiéu chuan:

- Kh&i phat ban cép (tién trién nhanh dudi
3 thang) v&i cac triéu chirng suy gidm tri nho,
thay ddi tinh than hodc cac triéu chirng vé tam
than. Trang thai tinh than dwoc xac dinh la gidm
hodc thay déi mirc dd tinh tdo, hén mé hodc
thay ddi tinh cach.

- C6 it nhét 1 trong cac d4u hiéu sau.

+ C6 d&u hiéu than kinh khu trd méi.

+ Co giat khong gidi thich dwgc b&i nhirng
rbi loan co giat truéc dé.

+ T&ng bach cau trong dich ndo tay (> 5
bach cau/mms).

+ Hinh anh MRI goi y viém nZo tw mién:
tang tin hiéu trén T2, Flair & mét hoac ca hai
thuy thai dwong (viém ndo hé vién) hodc cac
vung da 6 bao gébm chat xam, chéat trdng hodc
cd hai twong (rng v&i sy mat myelin hodc viém.

- Loai trtr cac nguyén nhan khac.

Tiéu chuan loai trir

Gia dinh bénh nhan khéng ddng y tham gia
nghién ctru.
2. Phwong phap

Thiét ké nghién ctru, c& méu

M6 t& cat ngang hang loat cac ca bénh. Tét
cé cac bénh nhan co6 triéu chirng than kinh tai
phat hodc xuét hién triéu chirng than kinh méi
sau diéu tri viém nao HSV déu dwoc danh gia
lam sang va lay dich nado tdy lam xét nghiém
tim cac khang thé tw mién (6 bénh nhan chilam
xét nghiém khang thé khang thu thé NMDA va
5 bénh nhan lam 6 tw khang thé khang protein
bé mat té bao/ synap, bao gém: NMDA, AMPA
R1/R2, GABAB, LGI1, CASPR2, DPPX). Hién
nay c6 3 phwong phap xac dinh khang thé bao
gbébm phuwong phap mién dich huynh quang gian
tiép, ELISA (Enzyme-linked immunosorbent
assay) hoac mién dich séc ky thanh gidy. T4t
ca bénh nhan cla chung téi dwgc thwc hién
bang phwong phap mién dich huynh quang
gian tiép tai khoa Sinh hoc phan ti cac bénh
truyén nhiém - Bénh vién Nhi Trung wong. Cac
bénh nhan nay déu dwoc lam dién nao dé va
chup MRI so ndo & thoi diém tai phat hoac
xuét hién triéu chirng than kinh méi dé danh
gia tén thuong.
3. Xt ly s6 liéu

Thu thap théng tin theo mau bénh an nghién
ctu, phdng van truc tiép, tham kham 1am sang
va tham kh&o bénh an néi tru. S6 liéu dwoc xi
ly bdng phan mém SPSS 16.0.
4. Pao dirc nghién ctru

Nghién ctu duwoc chép thuan bdi Hoi ddng
Dao dirc clia Bénh vién Nhi Trung wong sb 723/
BVNTW — VNCSKTE ngay 26/4/2021.

Ill. KET QUA

Trong thoi gian nghién clru tir thang 11 nam
2019 dén thang 12 nam 2021 chang téi thu
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dwoc 11 bénh nhan, trong dé cé 8 bénh nhan
nam, 3 bénh nhan ni, tudi trung vi 1a 15 thang
(IQR] 14 6,5 - 22 thang), hau hét cac bénh nhan
dwdi 5 tudi (90,9%). Thoi gian khéi phat bénh
trung binh sau nhiém HSV 14 22,9 + 7,4 ngay

1. Pac diém triéu chirng 1am sang

Bang 1. Triéu chirng lam sang bénh nhan

TAP CHI NGHIEN ClPU Y HOC

(thoi gian ngdn nhat 1a 11 ngay, thoi gian dai
nhat 37 ngay). Thoi gian trung vi chan doan
bénh 1a 6 ngay ([IQR] la 3 - 10 ngay). Tét ca
cac bénh nhan déu c6 khang thé khang thu thé
NMDA dwong tinh trong dich ndo tay.

Triéu chirng l1am sang n (%) Triéu chirng lam sang n (%)
viém nao HSV viém nao thir phat
] Sé6t lai 7 (63,6%)
Sot 11 (100%) -
Sot kéo dai 3 (27,3%)
Co giat lai kiém soat duoc 5 (45,5%)
Co giat cuc bo 11 (100%) -
Co giat khdong kiém soat dwoc 1(9,1%)
Suy gidm tri giac 11 (100%) Suy giam tri giac tai phat 7 (63,6%)
Dau dau 1(9,1%) Loan van déng 9 (81,8%)
Non 1(9,1%) Quéy khoc vo cé 3 (27,3%)

Tang trwong lyc co

45,5%

Réi loan gi4c ngu

Tang tiét nuwdc bot

S ( )
3 (27,3%)
5 (45,5%)

An nhiéu, udng nhiéu

1(9,1%)

Trong giai doan dwoc chan doan viém nao thi phat: Triéu chirng I1am sang da dang, hay gap nhét
la loan van dong (81,8%), sét lai va suy gidm tri giac tai phat (63,6%).

2. Triéu chirng can lam sang giai doan viém nao thr phat
Bang 2. Dac diém dién nao do va dich nao tay

Xét nghiém n (%)
A .. . Soéng cham khu tru 4 (36,4%)
s Hoat déng nén bat thwdng - — -
Dién nao do Soéng cham lan téa 3 (27,3%)
Nhon song kich phat dang déng kinh 5 (45,5%)
Bét thuwong 9 (81,8%)
\ >5/mm? 7 (63,6%)
Bach cau
< 5/mm? 4 (36,4%)
Dich nao tay Trung vi bach cau 10,36 £ 9,3 (Min - Max: 0 - 24) t& bao/mm?
20,45 g/L 6 (54,5%)
Protein
<0,45g/L 5 (45,5%)

Néng do protein

0,46 + 0,21 (Min - Max: 0,18 - 0,81) g/L
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Hau hét bénh nhan cé hoat dong nén bét
thuwdng (song cham khu trd hoac lan téa) trén

dién ndo dd va dich nao tdy cé thay ddi (tdng
bach cau va ndng dé protein).

Bang 3. Dac diém ton thwong trén cong hwéng tir so ndo

Dé&c diém n (%)
Tén thwong viém moi 3(27,3%)
Tén thwong hoai t& méi 0 (0%)
Kiéu ton thwong Dich héa nhu mé néo 9 (81,8%)
Teo nao 4 (36,4%)
Xuét huyét mang nao cii 1(9,1%)
Thuy tran 7 (63,6%)
Thay dinh 7 (63,6%)
Tén thwong cii Thay thai dwong 10 (90,9%)
Vi tri Thuy chdm 3(27,3%)
Déi thi 4 (36,4%)
R Chét trédng canh nao that bén 1 (0,9%)
Ton thwong méi -
Dai thi 2 (18,2%)

Cha yéu la tdn thwong nao cii trén MRI do HSV & thuly tran, thuy dinh va thiy thai dwong. Chi cé
3 trwdng hop tdn thwong ndo maéi trong bénh canh viém nao tw mién.

IV. BAN LUAN

Nhiéu nghién clru da chi ra cé sw hién dién
khang thé khang thu th& NMDA va khang thé
khang protein bé mat t& bao than kinh/ synap
trong mau va dich ndo tly cla nhirng bénh
nhan tai phat triéu chirng sau viém nao HSV,
dac biét & tré em.57 Viéc tim thdy cac khang
thé nay ang ho cho gid thuyét cé dap (ng
qua trung gian mién dich & nhirng bénh nhéan
nay.2¢ Mot co ché dwoc cong nhan dé 1a sw
gidi phéng ra khang nguyén protein tlr cac té
bao than kinh bj tdn thwong va céac protein
nay tré thanh dich dap rng mién dich.2 Trong
nghién clru cla chung toi, triéu ching khi
phat viém n&o tw mién khang thu thé NMDA
sau viém ndo HSV & tré em hay gap la loan
van doéng (81,8%), suy giam tri giac tai phat
va sbt lai (63,6%), co giat lai (45,5%). Két qua
nghién ctru clia chung téi ciling twong tw trong
nghién clru cla tac gia Armangue T va cdng

sy (2018), triéu chirng hay gap & nhom < 4
tudi la loan dong (100%), co giat (56%), gidm
tri giac (96%).® Cac triéu chirng clia viém nao
thir phat khéng phai do HSV hoat dong tré lai
ma do c6 sw tham gia clia co' ché tw mién vi tat
ca cac bénh nhan cda chung t6i déu c6 PCR
HSV am tinh va cé khang thé khang thu thé
NMDA dwong tinh trong dich néo tiy sau diéu
tri acyclovir. Tuy nhién, ciing c6 thé xuét hién
cac khang thé khang protein bé mat té bao
than kinh khac nhuv GABAR, LGI1R, AMPA
R1/R2, CASPR2, DPPXR,... Cac khang thu
thé viem ndo ty mién nay dwoc dat tén dwa
trén cac dich tac dung cta khang thé. Trong
nghién ctu cla Armangue T nam 2015, trong
sd 6 bénh nhan tré em dwgc bao céo co 1
bénh nhan tim thdy khang thé GABAR trong
dich ndo tay."
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Chén doan viém nao tw mién khang thu thé
NMDA sau viém ndo HSV & tré em con nhiéu
kho khan vi tré chua biét mé ta cac triéu chirng
va triéu chirng clia bénh d& nham véi trwong
hop bénh tai phat hoac cac biéu hién di chirng
sau viém nao HSV. Viém ndo HSV tai phat
thuwdng xay ra & khoang 7,1 - 12,5% & nguoi
I&n va 14,3 - 26,7% tré em. Trong nghién ctru
clia chung t6i hau hét cac bénh nhan duéi 5
tudi, bénh nhan nhd tudi nhat 13 6 thang, bénh
nhan I&n tudi nhat 13 12 tudi. Nghién cru cua
Armangue T va cbng sw (2014) da bao cao 5
ca bénh viém n&o tw mién khang thu thé NMDA
xuét hién sau viém n&o HSV c¢6 tudi trung binh
la 7 thang, trong d6 tudi nhé nhét 1a 2 thang
tudi.* Diéu dé cho thay viém nado tw mién sau
viém ndo HSV c6 thé xay ra & moi Ira tudi.
Chung ta can theo dai sat triéu chirng ctia bénh
nhan dé co thé chan doan sém va diéu tri bénh
kip thoi.

Trong nghién clru cla chung téi, th&i gian
trung binh xuét hién triéu chirng viém nao tw
mién ké ti khi cé triéu chirng viém ndo HSV la
22,9 + 7,4 ngay. Két qua trong nghién ctvu cla
chung t6i cling twong déng vé&i Armangue T va
cong suw (2018), thdi gian trung binh xuét hién
triéu chirng viém nao thr phat & 27 bénh nhan
tudi < 4 tudi la 26 ngay (IQR la 24 - 32 ngay)
s&m nhét 1a 7 ngay, mudn nhét 1a 61 ngay. Con
& nhém tré 16n va nguwdi Ion (tudi trung binh 14
42 tubi), thoi gian trung binh xuét hién viém néo
thr phat la 43 ngay (IQR la 25 - 54 ngay).® Sy
xuét hién viém nao thi phat & tré I&n va nguoi
I&n thuwéng xuét hién mudn hon so véi tré nhd.

Tt ca cac bénh nhan cla ching t6i khi cé
triéu ching tai phat déu duwoc kiém tra dich
ndo tay, lam xét nghiém té& bao, protein, PCR
HSV va tim cac khang thé tw mién. Két qua cho
thdy khéng c6 bénh nhan nao dwong tinh voi
HSV va 9/11 bénh nhan cé khang thé khang
thu thé NMDA ngay & 1an xét nghiém dau tién,
2/11 bénh nhan cé két qua xét nghiém dwong

tinh sau d6 1 tudn. Piéu nay goi y cé thé co
sy thay dbi ndbng d6 khang thé theo thoi gian
& nhirng bénh nhan nay, cac bac sy lam sang
can theo dbi chat ché cac triéu chirng va cé
thé xét nghiém lai khang thé néu cac dau hiéu
lam sang goi y viém nao tw mién khang thu thé
NMDA. Chuang téi ciing thdy cé 81,8% bénh
nhan cé bat thuwéng dich ndo tdy, trong doé cé
54,5% trwdng hop c6 tang protein va co 45,5%
trwdng hop tdng bach ciu. Két qué cta ching
toi twong tw nghién clu clia Armangue T nam
2018. Trong nghién clru cla tac gia thi tt ca
cac bénh nhan déu co ting bach ciu (trung
binh 17 té bao/ mm?®) va tang néng dd protein
(0,61g/L) trong dich ndo tiy & thoi diém khdi
phat viém n&o tw mién. Tuy nhién khéng co sw
khac biét vé& thanh phan dich nao tdy & 2 nhom
c6 kh&i phat viém néo tw mién va nhom khéng
kh&i phat viém n&o tw mién sau viém néo HSV
& tudn thr 3 cla bénh.?

Cac bénh nhan cla ching t6i déu c6 ton
thwong nang trén MRI & giai doan viém nao
cép. Vi tri hay gap nhét Ia la thuy thai dwong
(90,9%), thuty dinh va thuy tran (63,6%). O giai
doan xuét hién cac triéu chirng clia viém nado
tw mién, cac bénh nhan nay déu duoc chup
lai MRI so ndo dé danh gia ton thwong, ching
téi thy rdng hau hét I1a cac tén thuwong dang
& giai doan dich héa nhu mé nao (81,8%) va
teo néo (36,4%). Khéng c6 bénh nhan nao co
tdn thwong hoai t&r méi trén phim. C6 3 bénh
nhan cé tén thwong mai trén phim MRI, vi tri
ton thwong mai chi yéu & ving dbi thj va ving
chét trdng canh n&o that 2 bén dang tén thuwong
viém (tang tin hiéu trén T2W, FLAIR, gidam trén
T1W, khéng ngadm thubc sau tiém) phu hop véi
giai doan viém ndo ty mién méi. Nhitng bat
thwdng trén MRI thwdng khdng dac hiéu, hinh
anh tén thuwong thuong twong tw véi cac cac
tbn thwong viém do cac nguyén nhan khéac. Vi
vay can két hop véi déc diém lam sang va dac
diém dich nao tay dé chan doan bénh.
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V. KET LUAN

Tai phat triéu ching than kinh sau viém
ndo HSV & tré nhd cé thé qua trung gian mién
dich trong bénh canh viém nao tw mién. Triéu
chirng Iam sang hay gap nhét |4 loan van déng
hodc suy gidm tri giac tai phat hodc sét lai.
Cac bénh nhan cé triéu chirng than kinh méi
hodc tai phat sau viém ndo HSV can dwoc chi
dinh lam xét nghiém dich nao tly tim khang
thé khang thu thé NMDA. Chan doan kip thoi
la rAt quan trong vi liéu phap mién dich mang
lai hiéu qua va an toan dbi véi bénh nhi viém
nao tw mién.
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Summary

THE CLINICAL AND SUBCLINICAL CHARACTERISTICS OF
ANTI-N-METHYL-D-ASPARTATE RECEPTOR ENCEPHALITIS

POSTHERPES SIMPLEX ENCEPHALITIS IN CHILDREN

This is a report of clinical and subclinical characteristics of 11 pediatricpatients with relapsing
symptoms post—herpes simplex encephalitis. This is a Descriptive case study —of patients diagnosed
between November 2019 and December 2021. All patients had negative PCR for HSV and the
cerebrospinal fluid was positive for anti-NMDA receptor antibodies. Mean time from herpes simplex
encephalitis until probable autoimmune encephalitis was 22.9 + 7.4 days. The most common
symptoms were choreoathetosis (diskinesis) (81.8%), impaired consciousness and relapsing fever
(63.6%). Cerebrospinal fluid showed increased white blood cell count and total protein concentration.
EEG showed focal or diffuse slow waves and almost all MRI showed no new necrosis. Anti-NMDA
receptor encephalitis post HSV encephalitis can be observed in children. Clinicians should be
considered testing for anti-NMDA receptor antibodies in cerebrospinal fluid if a patient has relapsing
or new neurologic symptoms.

Keywwords: Anti-NMDA receptor encephalitis, Herpes simplex virus, children.
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