TAP CHi NGHIEN CU’U Y HOC

VIRUS VARICELLA ZOSTER TAlI HOAT PONG
LIEN QUAN DEN TIEM VAC XIN COVID-19 BNT162B2 MRNA:

BAO CAO CA BENH
D6 Thi Pai Trang™, Nguyén Thi Linh
Trweong Pai hoc Y Ha Noi

BNT162b2 Ia véc xin phong COVID-19 c6 ngudn géc mRNA, da duoc chap thudn tiém cho tré tor 5 tudi tré
1én. M6t sé phan (rng sau tiém véc xin thuong nhe, bao gébm dau tai ché tiém, sét nhe va dau méi co. Gan day,
mét sb bao cao ghi nhan tac dung phu hiém gap sau tiém vac xin BNT162b2 mRNA 1a s tai hoat déng cla
Varicella zoster virus (VZV) géy ra bénh Herpes zoster (zona thén kinh) va céc bién ching than kinh trong d6 cé
viém mang néo do VZV. Chung tbi béo céo mét trirong hop tré 15 tudi, tién st khée manh va bj thiy déu lic 7
tudi, vao vién vi sét, nén, dau déu va néi ban phdng nuéc ving lung sau khi tiém vac xin BNT162b2 mRNA cla
Pfizer-BioNTech miii 2. Tré duoc chén doén viém mang néo do VZV va dép tmg diéu tri Acyclovir. Két luén: Sau
khi tiém vac xin BNT162b2 mRNA, khi cé triéu chirng cta bénh zona thén kinh va nghi ngo héi chirng mang néo
cén nghi téi céc bién ching thén kinh do sw tai hoat déng ctia VZV, ké cé & ngudi cé hé mién dich binh thuong.

T khéa: Vac xin BNT162b2 mRNA, viém mang néo do Varicella zoster virus (VZV), COVID-19.

I. DAT VAN DE

Thang 3 nam 2020, Té chic y té thé giGi
(World Health Organization - WHO) da cong bd
tinh trang khan cép vé dai dich do virus SARS-
CoV-2 (Severe acute respiratory syndrome
Coronavirus 2), dwoc phat hién 1an dau tién tai
Vi Han - Trung Quéc. Ké tir d6 dich COVID-19
da lan ra tat ca cac nwdc trén toan cau, anh
hwéng dén hang tram triéu ngudi va khién cho
viéc phat trién mot loai vic xin an toan, hiéu
qua dé kiém soat dai dich & vé cling cap bach."
Téc d6 san xuét véc xin COVID-19 da gia tang
manh mé trén toan thé gi¢i va ciing dat ra mdi
lo ngai vé céac tac dung phu cta véc xin.

Hién nay, vac xin phong COVID-19 duy nhét
duoc sir dung & tré em 1a vac xin BNT162b2
mRNA cua Pfizer- BioNTech.! Day la vac xin
c6 ban chét 1a mRNA va dwoc chép thuan tiém
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cho cac nhém tré: T 5 tudi tré 1én, tir 12 tudi
trd 1&n va tir 16 tudi tré 1én, tuy theo tirng quy
dinh cla tirng quéc gia.2 Cac tac dung phu phd
bién sau khi tiém vac xin bao gébm: dau tai chd
tiém, mét mai, sét nhe, dau dau, budn noén va
non, cé thé xuét hién sau tiém mdi 1 hodc mdi
2. Mét sb tac dung phu hiém gap hon bao gém:
Séc phan vé, viém co tim, phat ban (ban dang
s&i, may day, ban gidng thdy dau) va trong cac
bdo cdo gan day da ghi nhan cac trwong hop
¢6 biéu hién bénh do sw tai hoat doéng ctia VZV
nhw zona than kinh, viém n&o va viém mang
nao do VZV."

Varicella zoster virus (VZV) thudéc Herpes
virus nhom 3, gay ra bénh thly dau va Herpes
zoster. Thay dau 1a biéu hién cla giai doan virus
xam lan cép tinh. Sau khi nhiém tién phat, virus
sé ton tai trong hach ré lwng than kinh (hach
cam giac) & trang thai tiém 4&n va c6 thé tai hoat
déng gay bénh zona than kinh (viém day than
kinh cdm giac - Herpes zoster). Pap (rng mién
dich té bao cla co thé suy gidam theo tudi, vi
vay Herpes zoster thwong gap & nguwoi gia va
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cac bénh nhan suy gidm mién dich. S tién
trién cac bién chirng than kinh do VZV thudng
rat hiém gap, dac biét 1a & tré c6 hé mién dich
binh thwérng.® Tuy nhién, mot sd bao céo hién
nay cho thdy méc COVID-19 va tiém véc xin
BNT162b2 mRNA phong COVID-19 dwoc coi
la c6 lién quan dén viéc thic ddy khéi phat sw
tai hoat déng cla VZV & cd ngudi tré khoe
manh.*5

Chuang t6i xin dwoc bao cao mét ca bénh
dwoc chan doan viém mang nao do sy tai
hoat déng cla VZV kh&i phat sau tiém véc xin
BNT162b2 mRNA ctia Pfizer- BioNTech mii 2 &
mot tré 15 tudi cé tién s khde manh.

Il. BAO CAO CA BENH

Tré nam 15 tudi, vao vién vi sét (nhiét do tbi
da do & nach la 38,5°C), dau dau va nén vot,
bénh dién bién 3 ngay.

Tién st bénh tat: Tré khde manh, méc thay
dau luc 7 tudi. Tién st tiém ching: DA tiém 2
mi véc xin BNT162b2 mRNA cua Pfizer-BioN-
Tech, mi thir 2 tiém trwédc khi xuét hién triéu
chirng 20 ngay. Céc vac xin khac tiém ching
day da theo chwong trinh tiém ching mé rong.

Kham lam sang luc nhap vién: Tré tinh, tiép
xuc tét, dau dau vung thai dwong 2 bén, khéng
nén, khéng cé dau hiéu gay cirng, khéng cé dau
hiéu Kernig, khdong cé dAu hiéu vach mang nao.
Khéng cé dau hiéu than kinh khu tra, khéng c6
biéu hién cta hoi chirng tdng ap lwc ndi so.
Khong sbét, khéng co6 ban trén da. Cac co quan
khac khong phat hién bat thwong.

Tré dwoc nghi ngd nhiém trung than kinh
trung wong nén dwoc chi dinh choc dich ndo
tay. Mot sb két qua xét nghiém ban dau cho
thay: Bach cau (BC) mau ngoai vi 5,23 G/L, BC
trung tinh 3,98 G/L (76%), BC lympho 1,12 G/L
(21,4%), huyét séc t6 137 g/l, tiéu cau 253 G/L.
Dich n&o tly c6: 740 té bao/mm?3 (BC lympho
85%, BC trung tinh 10%, BC mono 5%), protein
0,98 g/I, glucose 2,7 mmol/l, clo 124 mmol/l,

Enterovirus PCR am tinh, Herpes simplex virus
PCR am tinh, Elisa viém ndo Nhat Ban am
tinh. Cong hwdng tlr so ndo chwa phat hién bat
thwong.

Sau khi nhap vién 2 ngay, tré xuét hién dau
rat va ndi cac nét phdng nwéc tap trung thanh
dam doc theo than kinh lién swon vung suwon
lwng bén phai (Hinh 1). Chung t6i chi dinh
thém mot sé xét nghiém realtime PCR da mdi
chan doan viém mang n&o virus HSV1-HSV7
trong dich ndo tdy dé tim c&n nguyén, két qua:
Varicella zoster virus (VZV) dwong tinh, Herpes
simplex virus type 1 (HSV-1) am tinh, Herpes
simplex virus type 2 (HSV-2) &m tinh, Epstein-
Barr virus (EBV) am tinh, Cytomegalovirus
(CMV) &m tinh, Human Herpes Virus 6 (HHV-
6) va Human Herpes Virus 7 (HHV-7) am tinh.
Ngoai ra, chuing téi thwe hién mot sé xét nghiém
dé khao sat so bo tinh trang mién dich cda tré
cho két qua: IgA, IgM, IgG va sb lwong bach
cau lympho CD3, CD4, CD8, CD19 va CD56
déu trong gi¢i han binh thuong, HIV elisa am
tinh.

Hinh 1. Tén thwong da viing swon lwng
bén phai
Tré dwoc chan doan viém mang ndo do VZV/
Zona than kinh va dwoc diéu tri bang Acyclovir
30 mg/kg/ngay, tiém tinh mach trong 14 ngay.
Sau diéu tri, tré khéng con triéu chirng 1am
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sang va hét cac nét phdng nwéc. Xét nghiém
dich ndo tdy sau 14 ngay diéu tri: Bach cau
57 t& bao/mm?3, protein 0,46 g/l, glucose 3,16
mmol/l, clo 124 mmol/l, realtime PCR VZV am
tinh. Tré dwoc chi dinh ra vién.

IV. BAN LUAN

Varicella zoster virus (VZV) sau khi gay
bénh thiy dau sé ton tai trong hach cdm giac,
d&c biét hach ré lwng than kinh, hach than kinh
sinh ba va hach rudt. VZV tai hoat dong gay ra
bénh Herpes zoster (Zona than kinh), biéu hién
bang dau, dat va ndi cac nét phéng nuéc mot
bén tai viing da doc theo cac hach than kinh chi
phdi.5¢

S tai hoat dong cltia VZV co thé 1a tw phat
ho&c do cac yéu tb thuan lgi thuc day, bao gom:
tinh trang (rc ché mién dich do bénh hoadc do
thudc, chan thwong, chiéu xa tia X, nhiém trung,
bénh Iy &c tinh va cé thé lién quan dén dap &ng
mién dich sau tiém vac xin." Suy gidm dap (rng
mién dich qua trung gian té bao dwoc cho la
yéu t6 chinh gay kich hoat sw tai hoat dong cta
VZV, do dap (rng mién dich dich thé khong thay
ddi tham chi con tang theo tudi. Diéu nay ciing
gidi thich tai sao céac triéu chirng clia VZV tai
hoat dong hiém g&p & tré khée manh, chi c6
mot vai ca bénh da dwgc ghi nhan & tré co hé
mién dich binh thuwéng.

Mac du s tai hoat dong clia VZV chwa dwgc
ghi nhan la tac dung phu cla bét cir loai véc xin
nao. Tuy nhién, trong tdng s 2527 ca Herpes
zoster (HZ) dwoc ghi nhan tai Anh thi c6 1062
ca co lien quan dén vac xin BNT162b2 mRNA
ctia Pfizer-BioNTech." Tai Israel, bao céo cua
Furer va codng sw cho thdy cé 6 bénh nhan bi
HZ sau khi tiém véc xin BNT162b2 mRNA cla
Pfizer-BioNTech. Lazzaro va cac cdng s bao
cdo 3 trudng hop bi HZ sau khi tiém mdi 1 vac
xin BNT162b2 mRNA cua Pfizer-BioNTech, thoi
gian khéi phat bénh la to vai ngay cho dén 2
tuan sau khi tiém vac xin.” Tai Tay Ban Nha,
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trong sd 3007 ngudi dwoc tiém vac xin mRNA
cla Pfizer c6 3 bénh nhan bi HZ sau khi tiém
mi 1 va 2 bénh nhan bi HZ sau khi tiém mi 2
sau 4 tuan.® Mot sd bao céo ciing cho thdy VZV
tai hoat déng sau khi tiém vac xin cum, viém
gan A, dai, va viém nao Nhat Ban.*

Mot s giad thuyét vé co ché VZV tai hoat dong
& ngudi dugc tiém vac xin BNT162b2 mRNA
da dwoc dua ra. Vac xin phong COVID-19
ctia Pfizer-BioNTech cé ban chat mRNA, bao
gdm chubdi mRNA da bién ddi cac nucleosid
(modRNA) ma héa cho mét dang bién déi cia
protein gai ciia SARS-CoV-2.2 Gia thuyét cho
rang sau khi tiém vac xin COVID-19, c6 mét sy
chuyén ddi I&n cac té bao TCD8 chua truéng
thanh thanh cac t& bao T dic hiéu véi VZV,
gay ra céac biéu hién gibng véi hdi chirng viém
sau phuc hdi mién dich (immune reconstitution
inflammatory syndrome - IRIS). Sy chuyén ddi
cac té bao T sau khi tiém vaccine COVID-19 &
nguwoi cd hé mién dich binh thuwéng dwoc cho
Ia tao diéu kién cho sw tai hoat dong cltia VzV
thoat khoi sw kiém soat ctia hé mién dich.™® Mot
gia thuyét khac cho rang nhitng ngudi dugc
tiém véc xin cé sy e ché biéu hién Toll-like
receptos (TLR) lién quan dén viéc kich thich
manh céac interferon loai | (IFN) va tang cwdng
cac cytokine gay viém, lam gidm sw biéu hién
khang nguyén, diéu nay co6 thé gép phan vao
co ché gitp VZV tai hoat déng.5

Phan bé theo tudi méc Herpes zoster (HZ) &
nhom tré c6 hé mién dich binh thwérng va nhom
tré c6 suy gidm mién dich twong dwong nhau.
C& 2 nhém déu c6 dinh méc cao nhat la 4 - 5
tudi va 10 - 13 tudi. Tuy nhién, ty I&é mac HZ
va cac bién ching than kinh do VZV tai hoat
dong nhw viém mang ndo do VZV thuong rét
hiém, dac biét 1a & cac tré cd hé mién dich binh
thwdng. Trong mot nghién ctru trén 859 ngudi
trwdng thanh bi HZ, viém mang nao do VZV chi
chiém 0,5%. Mét nghién ctu khac trén 92 tré
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bi HZ va chi c6 5 tré (5,4%) méc viém mang
nao do VZV. Do vay, viém mang nao do VZV tai
hoat dong rat hiém g&dp & tré c6 hé mién dich
binh thuwéng nhwng viém lai c6 thé gap & tré
c6 hé mién dich binh thwdng sau tiém vac xin
BNT162b2 mRNA.®

Katsikas Triantafyllidis va cac cong sw nghién

ctu trén 91 bénh nhan cho thay thdi gian trung
binh kh&i phat triéu chirng than kinh do VZV tai
hoat ddng sau tiém vac xin COVID-19 cac loai
(mi 1 hoac 2) la 5,8 ngay." Psichogiou va cac
céng sy ghi nhan trén 7 bénh nhan thi th&i gian
trung binh khé&i phat cac triéu chirng ctia HZ la
9 ngay (7 - 20 ngay) sau tiém vac xin Pfizer.

Bang 1. Téng hop cac bao cao ghi nhan méi lién quan giira kh&i phat Herpes zoster va cac
bién chirng than kinh do VZV tai hoat dong sau tiém vac xin COVID-19'

L Thei gian
P . Mii vac N
So lwong Tuoi L. . . khei phat
< . R R Loai vac xin Xin . N .
Quoc gia bénh nhadn trung P . £ oa bénh sau Dieu tri
. . (s0 bénh nhan) (so bénh N . .
(Nam/Niv) binh nhan) tiém vac xin
(ngay)
B6 Pao 4 Pfizer (2) Mi 1 (2) . _
69 . 4 ngay Valacyclovir
Nha (1/3) AstraZeneca (2) Mii2 (2)
Pfizer (28)
TayBan i qe2s) 61 Modema (6) U120 oo 0a Khong xac
Nha Mai2 (15) o dinh
AstraZeneca (7)
3 Moderna (1)
Dai Loan 53 Mi 1 (3) 3,6 ngay Acyclovir
(3/0) AstraZeneca (2)
Mi 1 (1 Valacyclovir,
Israel 6 (0/6) 49 Pfizer (6) ait (1) 8 ngay yelov!
Mii 2 (5) Acyclovir
Morderna (14)  Mi 1 (15) . Valcyclovir,
USA 20 (10/10) 56 . 6,9 ngay i
Pfizer (6) Mii 2 (5) Acyclovir
Hy La 7 (413) 77 Pfizer (7) Mai 1 (1) 9 nga Valacyclovir
yLap Mai 2 (6) gay Y/

Triéu chirng Iam sang dién hinh cta bénh
Zona la cac nbt phdng nwéc trén da xuat hién &
mot ntra bén co thé doc theo dwdng di clia day
than kinh lién swon. Tdn thwong da cé thé xuét
hién trwdc hodc sau khi cé biéu hién bién chirng
than kinh. Tuy nhién, mét sé bénh nhan duoc
chan doan viém mang ndo do VZV lai khéng
c6 tén thwong da. Do dé VZV van dwoc nghi
ngo la can nguyén gay viém mang nao ngay ca

khi khéng cé tdn thwong dién hinh ngoai da.®°
Chan doan xac dinh viém mang ndo do VZV
dwa vao xét nghiém sinh hoc phan t& realtime
PCR (Polymerase Chain Reaction) phat hién
DNA cua virus trong dich ndo tay. Trwedng hop
bénh nhan cla chung toi, tré 15 tudi, tién st
khde manh, khéi phat sau tiém phong vac xin
BNT162b2 mRNA cua Pfizer-BioNTech mdi the
2 trwdc dé 20 ngay, c6 biéu hién viém mang
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ndo truwéc khi cé tdn thwong da va dwoc khang
dinh chan doan dwa vao két qua Realtime PCR
VZV trong dich nao tuy.

Liéu phap diéu tri tbi wu cho viém mang
ndo do VZV van chua dugc théng nhéat. Hiép
héi cac bénh truyén nhiém Hoa Ky da dwa ra
khuyén céo s dung Acyclovir tiém tinh mach
10 - 15 mg/kg/lan, cach méi 8 gi®/lan, trong thoi
gian tir 10 - 14 ngay cho dén khi VZV am tinh
trong dich n&o tdy." Bénh nhan cla chung toi
hoan thanh liéu trinh diéu tri va két qua realtime
PCR VZV trong dich n&o tly dm tinh sau 14
ngay.

Viém mang nao do VZV khéng phai 1a bién
ching than kinh nang nhat do VZV va thuwéng
khéng gay ra tbn thwong n&o." Trong céc ca
bénh da dwoc bao cao, cac bénh nhan déu dap
(ng tét véi Acyclovir, khéng cé ton thuwong nhu
mo ndo va khong dé lai di chirng. Esposito va
cbng sy bao cao mét ca bénh viém mang nao
do VZV & mot tré nam 14 tudi, tién s khde
manh, sau diéu tri bang Acyclovir triéu ching
sbt va cac triéu chirng than kinh hét sau 4 ngay,
ton thwong da hét sau 1 tuan, cong hwéng twr
so ndo binh thwong va khong cé di chirng.™
Maruki va cdng sy bao cao mét bénh nhén nir
71 tudi, Kerr va cdng sy bao cao bénh nhan
nam 39 tudi, cd 2 bénh nhan déu dwoc chan
doan viém mang ndo do VZV sau tiém vac xin
BNT162b2 mRNA mdi 1, bénh nhan hoan toan
4n dinh sau diéu tri Acyclovir 2 tuan.5'2 Hai
bénh nhan déu dwoc khuyén cdo tiép tuc tiém
mii 2 vac xin BNT162b2 mRNA. Bénh nhan
clia chung téi cling khéng c6 tén thwong trén
phim chup cong hwéng tir so ndo, khéng con
cac triéu chirng than kinh va tén thwong da sau
14 ngay diéu tri Acyclovir.

Ca bénh ma chung téi bao cao kh&i phat
bénh Zona than kinh va bién chirng viém mang
n&o do VZV sau tiém vac xin BNT162b2 mRNA
Pfizer-BioNTech mdi th&r hai 20 ngay. Viéc tiém
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véc xin BNT162b2 mRNA c6 dwoc coi la yéu tb
nguy co gay bénh Herpes zoster va cac bién
chirng than kinh khoéng hay chi 1a sy tring hop
ngau nhién van con la mét cau hdi. Theo gia
thuyét vé méi quan hé nhan qua cta Td chirc
y té thé gidi (WHO) va Trung tdm kiém soat va
phong ngtra dich bénh (Centers for disease
control and preventation - CDC) dwa ra dé danh
gia vé tac dung phu sau khi tiém véc xin trén
tirng bénh nhan riéng biét, néu triéu chirng biéu
hién trong khoang thdi gian cra sb (1-21 ngay)
sau khi tiém vac xin thi n6é dwoc coi la hé qua
cla tiém vac xin.™'* Bénh nhan cla chung toi
ghi nhan thay sy tai hoat ctia VZV trung vao
khoang th&i gian clra sé sau tiém véc xin phong
COVID-19, tuy nhién day chi la mét trwong hop
don & nén chung t6i khong thé dwa ra két luan
cudi cung vé s tai hoat VZV c6 phai do véc xin
hay khéng ma chi nhan thay c6 thé cé méi lién
quan gira vac xin BNT162b2 mRNA va sy tai
hoat ctia VZV.

V. KET LUAN

Vac xin BNT162b2 mRNA phong COVID-19
c6 thé kich hoat sy tai hoat dong cta Varicella
zoster virus, ké& ca & ngudi co hé mién dich binh
thwdng. Sau tiém phong vac xin BNT162b2
mRNA, néu cé triéu chirng ciia bénh Herpes
zoster (bénh Zona than kinh) va nghi ngd hoi
chirng mang nédo can nghi t&i cac bién chirng
than kinh do sy tai hoat déng cua VZV.
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Summary
REACTIVATION OF VARICELLA-ZOSTER VIRUS
FOLLOWING BNT162b2 mRNA COVID-19 VACCINATION:
A CASE REPORT

BNT162b2 mRNA is an mRNA-based COVID-19 vaccine that has been approved for use in
children aged 5 years and older. Most side effects of this vaccine are usually mild, including pain at the
injection site, low-grade fever and muscle aches. Recently, several reports have reported a rare side
effect following BNT162b2 mRNA vaccination, which is reactivation of the Varicella zoster virus (VZV)
causing Herpes zoster (Shingles) and neurological complications. We report a case of a 15-year-old
boy with a healthy history and had chickenpox at 7 years old, who was admitted to the hospital with
fever, headache, vomiting and vescicles on his back after receiving the second dose of the Pfizer
vaccine. The child was diagnosed with VZV meningitis and responded to treatment with Acyclovir.
Conclusion: After vaccination with BNT162b2 mRNA, itis necessary to monitor and detect neurological
complications due to VZV reactivation in patients with suspected symptoms, even in healthy children.

Keywords: BNT162b2 mRNA vaccine, Varicella zoster virus (VZV) meningitis, COVID-19.
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