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CAC TUYP HUYET THANH CUA ENTEROVIRUS
GAY BENH TAY CHAN MIENG TAI BENH VIEN NHI TRUNG UONG
NAM 2018 — 2019

Nguyén Van Lam va Nguyén Phwong Hanh™
Bénh vién Nhi Trung wong

Ngoai EV71 va Coxsackie A16 (CA16), cac tuyp huyét thanh khéc cta Enterovirus (EV) ciing c6 thé
gay bénh Tay chéan miéng (TCM). Nghién ctru nay nhdm muc tiéu xéac dinh céc tuyp huyét thanh cia EV
gdy bénh TCM & bénh nhéan diéu tri ndi tri tai Bénh vién Nhi Trung wong. Nghién clru moé ta cat ngang 156
bénh nhan chan doéan khang dinh TCM (l&m sang va RT-PCR EV duong tinh) dwoc diéu tri néi tri tai Bénh
vién Nhi Trung wong ttr 01/05/2018 dén 30/04/2019. Két qué xac dinh duoc 17 tuyp huyét thanh cia EV
gay bénh TCM, phéan bé trong tat cé cac nhém loai cia EV gay bénh & ngudi. EV71 chiém ty 1é cao nhét
(68,6%), tiép do la CA6 (10,9%). Gidi trinh tw thanh céng 42/107 mau bénh phédm EV71 (39,25%) va xéac
dinh duoc gén nhuw toan bé cac EV71 géy bénh trong ndm 2018-2019 thuéc vé kiéu gen dudi nhém C4.

Tir khoa: tay chan miéng, Enterovirus, EV71.
I. DAT VAN DE

Bénh tay chan miéng (TCM) la bénh nhiém
khudn cip tinh do cac vi rat dwong rudt
(Enterovirus - EV) gay nén." D4 c6 nhiéu vu
dich 1&n nhé lién tiép & cac nwéc trong khu vuc
Tay Thai Binh Dwong, gay ra ganh néng bénh
tat Ién."2 Hai vu dich I&n nhat trong 10 ndm qua
tai Viét Nam la trong cac nam 2011 va 2012 v&i
lan lvot s6 mac 1a 113.121 ca (170 ca t& vong)
va 153.550 ca (45 ca t&r vong).

Tai Bénh vién Nhi Trung wong, s6 bénh
nhan nhap vién khoang 200 — 300 ca méi nam
tap trung vao mua thu déng.® C& 2-3 nam lai
c6 mot dot bung phat TCM véi cac bién chirng
nang, tang ti 1é ty vong.

Chi Enterovirus (EV) thudc ho Picornaviridae,
bd Picornavirales, theo cach phan loai truyén
théng, chia ra 4 dwédi nhém, gdm: Poliovirus,
Coxsackievirus A, Coxsackie B, Echovirus.*

Téc gid lién hé: Nguyén Phuong Hanh,
Bénh vién Nhi Trung wong

Email: dr.phuonghanh@gmail.com
Ngay nhén: 22/11/2021

Ngay duwoc chap nhén: 29/12/2021

Phan loai méi dwoc Uy ban qubc té vé danh
phap virus phat hanh trong phién ban thir 9 chia
cac Enterovirus & nguwoi thanh 4 loai (A, B, C,
D).* Céac tuyp huyét thanh ctia EV dwoc phan
chia lai nam trong cac loai nay.

EV gay bénh TCM dwoc nhac téi nhidu
trong y van la Coxsackievirus A16 (CA16) va
Enterovirus 71 (EV71)."® Bén canh do, cac EV
khac ciing cé thé 1a can nguyén gay bénh."s7
Vi vay chang téi tién hanh dé tai nghién ctu véi
muc tiéu: Xac dinh cac tuyp huyét thanh ctia EV
gay bénh Tay chan miéng & bénh nhan diéu tri
ndi tru tai Bénh vién Nhi Trung wong.

I. DOl TWONG VA PHUONG PHAP

1. DOI TUQNG

Déi tweng nghién cru la 156 bénh nhan tudi
t 1 thang dén 18 tudi dwoc chan doan xac
dinh bénh tay chan miéng va diéu tri noi tru tai
Bénh vién Nhi Trung Uong tir 01/05/2018 dén
30/04/2019. Tiéu chuédn chan doan xac dinh
bénh tay chan miéng theo phac dd ctia Bo Y té
(2013) bao gébm: lam sang c6 phéng nwéc dién
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hinh & miéng, l6ng ban tay, Iong ban chan, gdi,
moéng va/hoac loét miéng; xét nghiém RT-PCR
dwong tinh xac dinh dwoc sy c6 mat cua EV.

Tiéu chudn loai trir: b6 me hodc nguoi
giam hd ctia bénh nhan tr chéi tham gia nghién ctru
2. Phwong phap

Phwong phap nghién ctru mé ta cat ngang,
chon mau thuan tién cac bénh nhan dap tng
dd tiéu chuadn nghién ctru. Thu thap sbé liéu
béng mau bénh an nghién ciru dwa vao hoi
bénh, kham triéu chirng 1am sang, két qua xét
nghiém xac dinh can nguyén vi rdt ctia phong
thi nghiém.

Mbi bénh nhan dwoc ldy 1-2 mau bénh
pham tai cac vi tri dich phét hong, dich phét truc
trang, phan. Bénh phdm dwoc bao quan theo
quy trinh bdo quan méau cda phong xét nghiém
va gli t&i Dai hoc Kanazawa (Nhat Ban) hoac
Vién Vé sinh dich t& Trung wong (ngau nhién).
Tai phong thi nghiém, cac bénh phdm dwoc
thwe hién tach chiét RNA bang quy trinh cla
QlAamp minikit.

Tiép theo, dwa vao phan &ng RT-snPCR dé
xac dinh EV (Pai hoc Kanazawa) hodc phan (rng
PCR PanEV, Multiplex PCR CVA10 & CVA16,
Multiplex PCR CVA6 & EV71 (Vién Vé sinh dich
té Trung wong) dé xac dinh EV, CVA10, CVA16,
CVA6 va EV71 trong bénh pham.

Céc bénh phdm EV (chwa dinh danh dwoc
tuyp huyét thanh) dwoc gii trinh tw gen dé xac
dinh tuyp huyét thanh.

Sau cung, tat cd cac bénh phdm EV71
dwong tinh dwgrc giai trinh tw gen (toan bd vang
gen dich VP1) dé xac dinh kiéu gen dwdi nhém
(genogroup) ctia EV71.

3. Xt ly s6 liéu

X0 ly bdng phan mém théng ké SPSS phién
ban 22.0. Cac bién sé dwoc trinh bay dudi
dang ty I&, sb trung binh va do léch chuan.

TAP CHi NGHIEN CPU Y HOC

4. Pao dirc nghién ctru

Nghién ctru dwoc tién hanh véi sy tuan tha
vé méat y dirc, duwoc sy ddng y clia nguwdi giam
hé cha déi twong nghién ctu.

Ill. KET QUA

Trong thdi gian t&r 01/05/2018 dén
30/04/2019, ching t6i da ldy mau bénh phim
tlr cac bénh nhan cé chan doan 1am sang TCM
diéu tri tai Bénh vién Nhi Trung wong va xac
dinh dwoc sw hién dién cha EV trong 156 bénh
nhan. DAy 1a cac bénh nhan du tiéu chuan dé
tién hanh nghién ctu va chang téi thu dwoc cac
két qua cu thé nhu sau:

Tét ca cac tré trong nghién clru duédi 5 tudi.
Tudi trung binh 1a 18,67 + 9,11 thang. Nhd nhét
la tré 1 thang va 1&n nhét 13 42 thang. Trong
do tré tlr 13 dén 24 thang chiém ti 1& cao nhét
(42,95%). Tré dwéi 6 thang chiém ti 1é thap nhat
1a 3,21%.

Bénh nhan nam mac bénh TCM nhap vién
cao hon, véi ty 1&é nam:ni¥ la 2,63:1.

Phan I&n cac bénh nhan TCM tai Bénh vién
Nhi Trung wong (45,51%) dén tir khu vwc Ha
Noi. Cac bénh nhan con lai dén rai rac tir cac
tinh thuéc déng bang séng Hdng va mot sb
it bénh nhan dén t» mién Trung. Bénh nhan
nhap vién chi yéu trong 4 ngay dau cta bénh
(90,07%). Trong dé ngay th& 2 va ngay the 3
chiém ty |& cao nhét (1an lwot la 33,11% va 33,
77%). Vé phan bb bénh theo thang, thang 05,
thang 06 va thang 07 la thoi diém cé sb bénh
nhan nhap vién tang dinh cao (76,28%), sau dé
bénh nhan t¢i rai rac it dan.

Trong 156 bénh nhan nghién ctu, xac dinh
duoc tbng sb 17 tuyp huyét thanh ctia EV gay
bénh tay chan miéng. Danh sach cac tuyp huyét
thanh chia theo tirng nhdm loai ma nghién ctru
xac dinh dworc trong bang 1.
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Bang 1. Danh sach cac tuyp huyét thanh cta EV gay bénh TCM xac dinh dwoc trong nghién cteu

Loai A EV 71,CA6, CA2, CA4

Loai B CB1,CB4,CB5,E6,E9,E1M,E13,E14,E16,E 18
Loai C EV C96

Loai D EV D68

Ghi chu: EV = Enterovirus;
CA = Coxsackievirus A;
CB = Coxsackievirus B; E = Echovirus

Cu thé: c6 147 mau xac dinh dwoc tuyp huyét thanh (75 mau bang Multiplex-PCR, 72 mau bang
gidi trinh tw gen) va 9 mau khéng xac dinh dwoc tuyp huyét thanh cia Enterovirus.

EV71 chiém ti 1& cao nhat v&i 107 bénh nhan (chiém 68,6%), theo sau do la Coxsackievirus A6
(17 bénh nhan — 10,9%). Cac duéi nhém khac xuét hién rai rac theo thi tw nhw sau: Echovirus 9
mau (5,8%), Coxsackievirus B 4 mau (2,6%), Rhinovirus 3 mau (1,9%), EV D68 3 mau (1,9%), CA2
c6 2 mau (1,3%), CA4 va EV C96 mdi tuyp c6 1 mau (0,6%) (hinh 1).

1,9% . 1,9%

OEV71 mCA 6 TCA 2 =ECA 4
& Coxsackievirus B & Echovirus mEV C96 B2 EV D68
® Rhinovirus = EV khac

Biéu d6 1. Ti lé phan b6 tuyp huyét thanh EV gay bénh TCM

Trong s 107 bénh phdm EV71, c6 42 mau (39,25%) gidi trinh tw thanh cong toan bd vung gen
dich VP1. Két qua so sanh trinh tw v&i ngan hang gen cho thay kiéu gen dwéi nhém (genogroup) C4
gan nhw chiém tuyét déi (97,62%), chi cé duy nhét 1 bénh nhan (2,3%) thuéc nhém B5.
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Hinh 1. Giai trinh tw gen EV71 (dw&i nhém C4)
ctia bénh nhan P.T.M

IV. BAN LUAN

Mét sé dic diém dich té chung

Trong nghién ctru nay nhom tudi chiém ty 1&
cao nhét la t» 13-24 thang (44,23%). C4c tré
dwdi 6 thang chiém ti 1& thap (4,49%). Két qua
nay twong tw nhw nhirng nghién ctru tredec day
tai cac nwéc trong khu virc.8®1° Nghién clru
nam 2005 tai mién Nam cho thdy 79,9% tré
dwdi 3 tudi.” Nghién cu cia Nguyén Kim Thuw
nam 2012 ciing cho két qua tré bi TCM duwdi
3 tudi chiém t&i 88,4%." Mét trong sb cac giai
thich dwoc nhiéu tac gia nghi téi 1a do cac tré
dwdi 6 thang con khang thé ctia me truyén sang
trong th&i ky bao thai nén it mac bénh hon.’

Tilé gi¢i nam: ni trong nghién cru 1a 2,61:1.
Ty lé tré nam mé&c tay chan miéng luén cao hon

tré nir trong gan nhw tt ca cac nghién ciru vé
tay chan miéng & béat ki vung dia ly nao.69112
Nhém tac gid Dai Loan dé& xuét cach giai thich
tai sao bé trai méc bénh nhiéu hon bé gai 1a do
yéu t6 di truyén.1°

Dich té hoc tuyp huyét thanh cua
Enterovirus gady bénh TCM

Nghién clru nay da xac dinh dwgc 17 tuyp
huyét thanh khac nhau clia EV c6 thé gay bénh
TCM trong sb cac tré em nhap vién diéu tri tai
Bénh vién Nhi Trung wong (phan I&n 1 t&r cac
tinh phia Bac). Cac tuyp huyét thanh phan bd
day da trong ca 4 nhém loai cla Enterovirus &
ngudi A, B, C, D. Dac biét 1a sw xuét hién mot
s Enterovirus thudc loai C, D thwdng it gap
trong y van (nhw Enterovirus C96, D68). Trong
sb 4 bénh nhan TCM do 2 tuyp huyét thanh
nay, c6 2 bénh nhan cé bién chirng viém mang
nao, tuy nhién khéng cé bénh nhan db 3, 4 va
cac bénh nhan déu khdi khéng dé lai di ching.
Trong hiéu biét cla ching toi, day 1a 1an dau
tién nghién ctru vé TCM tai Viét Nam c6 dé cap
t&i cac can nguyén nay. Diéu nay chirng té sw
da dang cua can nguyén gay bénh TCM tai Viét
Nam.

Cac nghién ciru khac vé TCM trén thé gii
ciing thay nhiéu tuyp huyét thanh ctia EV c6 thé
gay bénh TCM.

Nhat Ban la qudc gia dau tién & chau A
thiét 1ap giam sat EV toan dién, 5 tuyp huyét
thanh EV hang dau dwoc phan lap trong giai
doan 2000-2009 la EV71, CA16, CA6, EV 18,
CB5.2 Tai Dai Loan (1998-2013), ngoai EV71
va CA16 thi CA2, CA4 thuwérng xuyén ndm trong
nhém cac tuyp huyét thanh gay bénh TCM phé
bién.™® Tai Singapore (2001-2007), ngoai cac
tuyp huyét thanh gay bénh TCM cha yéu thudc
Enterovirus nhom loai A: EV71, CA16, CAG,
CA10, CA4, CA2, thinh thoang van thay tuyp
khac nhw Echovirus.?

Nghién ctru sém nhat vé dinh tuyp EV gay
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bénh TCM tai Viét Nam la ttr nhirng nam 2003."
Tai Bénh vién Nhi ddng 1 (2005), EV da duoc
phan lap tr 411 mau trong tng s6 764 tré chan
doan TCM nhép vién: 173 tré (42,1%) dwoc xac
dinh la nhiém EV71 va 214 tré (52,1%) la nhiém
CA16.” Mét nghién ctvu v& TCM thuc hién nam
2008 tai 13 tinh phia Bac Viét Nam cho thay
CA16 |4 tac nhan chinh chiém 69,7%, tiép do |a
EV71 chiém 27,3%, ngoai ra c6 CA10 chiém ty
& thap 3,0%.5

Nam 2012, nghién ctu tr 1170 TCM nhap
vién tai cac bénh vién I&n trong ca nwéc da
dinh tuyp huyét thanh dwoc 710 ca." Trong d6
EV71 chiém ty 18 I6n nhat 68,2%, cac EV khac
gay bénh 1an lwot 1& CA6 (17%), Echovirus
(2,1%) va cac EV khac chiém 4,5%. Nghién
ctvu ctia Nguyén Thi Hdng Lac trong mét ndm
tr 08/2011 dén 07/2012 trén 2089 bénh nhan
TCM néi tra tai BV Nhi Trung wong cho thay
ti 16 bénh nhan EV71 1a 19,1%.2 Trong 6 nam
tr 2011-2016, tai Déc Lac™ da thu thap duwoc
1454 mau hong/phan tlr cac bénh nhan TCM.
Két qua c6 368 mau (25,3%) dwong tinh véi EV
va 200 mau (13,7%) dwong tinh v&i EV71.

Nghién clru cla chung toi ghi nhan dwoc
5,77 % Echovirus gay bénh TCM. Céac
Echovirus gay bénh TCM dwoc bao cao dau
tién tai Viét Nam theo nghién ctru ciia Nguyén
Kim Thw va cong sw trong nam 2012 voi ty &
2,1% Echovirus." Trong nghién clru nhan thay
ca bénh TCM nang coé thé do EV khac nhw
Echovirus, Coxsackie nhom B gay ra. Day la
mot didu can lwu ¥ v&i cac bac si lam sang khi
diéu tri b&nh nhan TCM.

Két qua giai trinh tw gen xdc djnh kiéu
dwéi nhém gen cua EV71

Cac nghién ctvu dich té& phan tir vé EV71 da
cho thdy sy phan bd cac kiéu dwédi nhém gen
cla vi rat nay rat bién thién, khac nhau gitra cac
vung va cac vu dich. Mét dwéi nhom vi rat lai
c6 thé dwoc tim thdy & cac nwéc khac nhau &

cac thoi diém khac nhau hodc tai cung mét thoi
diém. EV71-C5 |an dau tién dwoc phan lap tai
vu dich ndm 2005 & mién Nam Viét nam.” Phan
tich 23 trwong hop nhiém EV71 cia nam 2005,
cho thay trong ntra dau ndm Ia do 3 dwdi nhom
gen C1, C4 va C5 va nlra thoi gian sau cua
nam la do dwéi nhém gen C5 ctia EV 71.7 Bén
dot dich nam 2011 tai thanh phé HS Chi Minh,
bénh TCM do chiing C4 cta EV71 da thay thé
ching C5.8 Theo Lé Van Tuén va cong su, tai
Pac Lac, dwdi nhém EV71-C4 chiém wu thé
vao cac nam 2011-2013, sau d6 la dwédi nhém
EV71-B5 vao nam 2014-2015. Dén nam 2016
thi dwéi nhém EV71-C4 lai quay tré lai chiém
wu thé."* Két qua nghién ctu ctia Nguyén Kim
Thw va coéng sw cho thay ca 2 kiéu gen dudi
nhém B va C ctia EV71 déu |a can nguyén gay
bénh TCM tai Viét Nam trong nam 2012." Du&i
nhém C4 chiém ty lé cao nhét (86,3% trong cac
dwéi nhém ctia EV71), ddng thdi cling chiém ty
I& cao nhét (58,9%) trong tdng sb cac ching EV
xac dinh dwoc.

Nam 1998, tai Trung Quéc, ching EV71-C4
lan dau dwoc phat hién trong vu dich tai Quang
DPoéng. Trong subt 8 ndm, tir 2010 — 2017, day
clng la dwdi nhdm EV71 chinh gdy cac vu
dich TCM tai thanh phé Neijiang, Trung Quéc.®
Zhang va cong s bao céo réng téc do tién hoa
trung binh ctia EV71-C4 nhanh hon cac EV71
khac. Phan tich gen va cay pha hé cho thay
EV71 dwdi nhom C4 da mé rong tir Trung Quéc
sang Viét Nam va gay ra vu dich I&n tai thanh
phé H6 Chi Minh va mién Nam Viét Nam ndm
2011." Wu va cong sw da thwc hién nghién clru
tién hoa dong toan dién cla EV71 trong thoi
gian 1994-2013 tai khu vuwc chau A Thai Binh
Duwong, dwa trén phan tich cay pha hé cla trinh
tw doan VP1. Nhém tac gia chi ra rang C4, C1,
C2 va B4 14 cac chiing gay bénh chi yéu tai
vung Béng Nam A6
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Céc tuyp huyét thanh gay bénh TCM phan
bd trong tat cd cac nhém loai clia EV & ngudi.
Trong dot dich nam 2018, EV71 la tuyp huyét
thanh chiém ty I& cao nhat (68,6%). Gan nhuw
toan bd cac ching EV71 gay bénh thudc vé
kiéu gen dwdi nhdm C4. Cac giam sat hang
nam vé tuyp huyét thanh EV gay bénh tay chan
miéng nén dwoc thwc hién dé [am can ci xay
dung véc xin phong bénh.
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Summary
SEROTYPES OF ENTEROVIRUS CAUSING HAND, FOOT AND
MOUTH DISEASE AT NATIONAL CHILDREN'S HOSPITAL
IN 2018 - 2019

In addition to EV71 and Coxsackie A16 (CA16), other serotypes of Enterovirus (EV) can also cause
hand, foot, and mouth disease (HFMD). This study aims to identify serotypes of EV causing HFMD
in inpatients at the National Children's Hospital. This is a cross-sectional descriptive study of 156
patients with confirmed diagnosis of HFMD (clinical and RT-PCR EV positive) treated at the National
Children's Hospital from May 1, 2018 to April 30, 2019. As a result, 17 serotypes of EV causing HFMD
were identified, distributed in all groups of human EV. EV71 accounted for the highest percentage
(68.6%), followed by CAB6 (10.9%). Our research study have successfully sequenced 42/107 EV71
specimens (39.25%) and identified almost all EV71 in 2018-2019 belonging to subgenogroup C4.

Keywords: Hand, foot and mouth disease, Enterovirus, EV71.
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