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ISOLATION OF HERPES SIMPLEX VIRUS (HSV) FROM VESICULAR LESIONS
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ABSTRACT

Objective: To isolate HSV from clinical samples of vesicular lesions on Vero cells.
Methods: A cross-sectional study was conducted on vesicular lesions suspected by HSV.

Results: Twenty strains of HSV (HSV-1 and HSV-2) were isolated on African green monkey
kidney cells (Vero) from 37 clinical samples of facial and genital vesicular lesions suspected by
HSV (54,1%). Among these, 90% of the strains were isolated from facial herpes. The positivity
rate in the group that had not used specific antiviral drugs before sample collection was higher
than that had used, although this difference was not statistically significant. The positivity rates
also showed no significant difference between males and females. The study obtained 12 strains
from patients who had not used specific any antiviral drugs (naiive), which could be used for
identification of genetic polymorphisms of HSV strains circulating in Vietnam.

Conclusion: In this study, a relatively high positivity rate (54.1%) was observed when isolating HSV
on Vero cells from vesicular skin lesions. Isolated virus strains can be submitted for phenotypic
testing of determination of susceptibility of HSV to antiviral drugs and evaluation of the efficacy of
new antiviral drugs.
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TOM TAT
Muc tiéu: Phan [ap HSV tir bénh phdm tén thuong bong nudc trén té bao Vero.

Phuong phap nghién ctu: Nghién ciru mé ta cat ngang thuc hién trén cac bénh pham tén thuong
bong nudc nghingd do HSV.

Két qua: Hai muai chiing HSV (HSV-1 va HSV-2) da dugc phan lap trén té€ bao thudng truc than khi
xanh chau Phi (Vero) tir 37 bénh phdm tén thuong bong nudc thé méat va sinh duc nghi ngd do HSV
(54,1%), trong do6, 90% la cac ching dugc phan lap tir herpes thé mat. Ty & duong tinh clia nhém
chua st dung thuéc khang virus dac hiéu trude khi ldy bénh phdm cao hon & nhém da dung thuéce
maéc du sy khac biét nay la khéng cé y nghia thong ké. Ty & duang tinh cling khong khac biét gilra
nam va nit. Nghién c(fu thu dugc 12 ching tir bénh nhan chua s dung thuéc khang virus déc hiéu,
day la c4c chlng c6 thé s dung cho nghién cltu phat hién da dang di truyén clia cac chiing HSV
lvu hanh tai Viét Nam.

K&t luan: Trong nghién ctiu nay, ty lé duong tinh kha cao (54,1%), khi phan lap HSV trén té bao Vero
tlr cac ton thuong bong nudc & da. Cac chung virus phan l&ap dugc cé thé dugc dung cho thir ng-
hiém xac dinh tinh nhay cam ctia HSV véi cac thu6c khang virus va hiéu qua clia cac thudc khang

virus mdi.
Ttr khéa: HSV, phan lap, bong nudc, Vero, ACV.

1. DAT VAN BPE

Nhiém Herpes simplex virus (HSV) l& mét nhiém trung
phd bién & céac khu vyc trén thé gisi. Nam 2020, 519
triéu ngudi & do tudi 15-49 nhiém HSV-1 va 376,2 triéu
ngu’dl nhlem HSV-2 thé& sinh duc [1]. Sau nhiém tién phat
virus tén tai sudt doi trong cac hach than kinh giao cam,
thudng la hach giao cam clia day than kinh sinh ba (HSV-
1) va hach giao cadm cung(HSV-2), co thé tai hoat dongvai
nhu’ng co ché chua rd rang nhung cé lién quan dén cac
yéu té nhu cang théng, thic khuya udng nhiéu bia rugu,
hoéc khi hé mién dich suy giam.

Herpes simplex virus (HSV) dugc con ngudi nghién ciu
tlr rét sOm va day du. Xét nghiém phong thi nghiém chén
doan V|rus da dang va dugc phat trién cung vdi sy phat
trién ctia khoa hoc cong nghé. Cac phuong phap phong
th| nghiém phat hién HSV bao gdm soi kinh hién vi dé tim
tén thuong té bao - té bao to, tron~ sang, tu thanh dam
nhu hinh chum nho; phan ng mien dich huynh quang
phat hién khang nguyén dac hiéu loai; nudi cay phan lap
virus trén té€ bao thudng truc va sinh hoc phant&-chu yeu
la phan u’ng chuoi polymerase (PCR) phét hién DNA cua
HSV. Nubi c8y phén lap virus trén té bao, mac du cé do
nhay khong cao, chi ph| l&n, quy trinh phu’c tap, nhanvién
canco ky nang caova du’o’c dao tao chuyén sau nhu’ng la
tiéu chuén vang de chén doan HSV. Chu ky nhan l&n cuia
HSV trén nudi cay t& bao ngan, khoang 18 gi& nén c6 thé
nhin thay huy hoai té€ bao (CPE) tir sém. Co thé phan lap
HSV trén nhiéu dong t& bao ngudn goc tr ngudi hoac khi,

trong do, Vero la dong té bao dugc stir dung nhiéu nhat de
chan doan va nghién clru trong cac phong thi nghiém Y
hoc. Nudi cay phanlap HSV dongval tro rat quantrong, n6
cho phép xac dinh su'cé mat clia hatvirus séngtrong mau
bénh phdm, va cé dugc chung virus dé lam cd sd cho céac

*Tac gia lién hé

tho nghlem khac nhu xac dinh tinh nhay cam ctia HSV
v@i cac thubc khang virus (antivirogram - mot thir nghlem
tuong tu khang sinh d6 trong vi khuén hoc), , bhat hién cac
da dang di truyén hoac dot bién khang thudc.

2. pOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1.D8i tuwgng

Bé&nh phadm (& nhirng tdn thuong bong nudc, trén [Am
sang nghido HSV, dugc lay va chuyen dénKhoa Giai phau
bénh, Bénh vién Da liéu Trung uong dé xét nghlem té€ bao,
twr03-06/2025. Sau xét nghiém t& bao hoc, bat ké két quéa
té€ bao hoc thé nao, bénh phdm dugc gilf lanh va chuyén
dén phong thi nghlem dé phan lap virus trong vong 24 gid.

- Tiéu chi lya chon
Bong nuéc da va niém mac nghi do nhiém HSV trén, lam
sang, ca thé mat va thé sinh duc, dugc xét nghiém té bao

hoc tai Khoa Giai phau bénh, Bénh vién Da liéu Trung
uong, tir 03-06/2025, véi két qua nghi ngd nhiém HSV.

2.2. Phuong phap nghién ctru

DPay la nghién cltu mé ta ct ngang, chon mau thuan tién.
Quy trinh nghién ctu

Thu thap va bdo quan bénh phdm

Cao l&p té bao ddy cua tén thu’dng da nghi do HSV béng
dung cu chuyén dung va cho vao ong chtra 3 ml moi
tru’dng van chuyénvirus va bao quan &4-80C, van chuyén
vé phong thi nghiém dé phan lap virus trong vong 24 glo’
Tai phong thi nghiém, bénh pham dugc x{r ly bang ri bo

tdm bong, loc 0,45um, dugc chia ra 2 6ng nho vao bao
quan & -800C cho dén khi tién hanh phan lap.
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Quy trinh nuéi cdy

Té bao Vero dugc nudi trong cac 6ng nha nudi cdy té bao
(Nunc) 16x125 mm, st dung moi trudng phat trién MEM
(Minimum Essential Media, Gibco — My) cé 10% huyét
thanh bé bao thai (Gibco — M), & 370C, khi truong 5%
CO,. Céy bénh pham khi t& bao kin 85-90%.

X ly bénh phdm: lam tan bang bénh phdm & nhiét do
phong dudi voi nudc chay, loc vo trung 45 um.

Trudc khi cdy, rira t& bao bang méi trudng MEM 0% FBS.
Cay 200 pl/dng té bao, i 6ng nudi cay 1 tiéng & 37°Cx5%-
CO,, ct* 15 phut lac 6ng nudi cdy moét lan. Sau 1 tiéng, bd

dé cat gilr chiing & -80°C cho tdi khi lam céc thir nghiém
tiép theo. N&u sau 1 tuan, CPE thua, cdy chuyén sang
mot chai nudi cdy 25 cm? (Nunc), gat virus khi CPE dat
80-90% - chung P2. Khang dinh HSV baéng PCR véi moi
dac hiéu HSV va giai trinh tu gien.

2.3. Pao duc nghién ctru

Nghién ctru dugc chép thuén bdi Hoi dong Dao dirc trong
nghién clru Y sinh hoc, Bénh vién Da liéu Trung uong, s6
4/HPDD - BVDLTW. Théng tin ngudi bénh chi dung cho
muc dich nghién ctu va chi dugc phép ti€p can bdinhirng
ngudi truc ti€p tham gia nghién clu.

dich cdy va thém mai truding duy tri (MEM ¢6 2% FBS) va
U céc 8ng nudi cdy & 37°Cx5%CO,. Kiém tra hang ngay dé
phat hién CPE. Két luan la phan (8p 4m tinh néu sau 14
ngay khong c6 CPE. Khi CPE dat 80-90%, tién hanh gat
virus bang cich nhe nhang loai bd dich ndi, thém 1 ml
dung dich MEM 10% FBS, dung pipette danh nhe nhang
dé t& bao bong khoi bé mat 6ng nudi cay va xé vao 2 8ng

Bang 1. Thong tin ngu&i bénh va két qua nudi cay

3. KET QUA

Trong nghién cttu nay, 37 mau da dugc thu thap va van
chuyén vé phong thi nghiém. Thong tin ngudi bénh va két
qua nudi cay dugc dé cap tai Bang 1.

Mau Tudi Gigi Tllihégm Két qua Chung Dinh type Duknh% %C\)l\ﬁntgﬂéc
25001 30 Nam Sinh duc Am tinh Chua dung
25002 1 N[} Ngon tay Duong tinh P1 HSV-1 Chua dung
25003 14 Nam Mat Duong tinh P1 HSV-1 Chua dung
25004 72 N[vg Mat Am tinh Chua dung
25005 29 N[ Mat Am tinh Padung
25006 45 N[vg Mat Am tinh Chua dung
25007 12 Nam Mat Am tinh Padung
25008 37 N Sinh duc Duong tinh P1 HSV-2 Padung
25009 21 N[rg Mét Duong tinh P1 HSV-1 Chua dung
25010 19 N Mt Duong tinh P1 HSV-1 Chua dung
25011 69 Nam Mét Duong tinh P2 HSV-1 Chua dung
25012 3 Nam Mat Duong tinh P1 HSV-1 Chua dung
25013 22 NP Mat Duong tinh P1 HSV-1 Chua dung
25014 34 N Sinh duc Duong tinh P2 HSV-2 DPadung
25015 19 N[vg Mat Am tinh Padung
25016 39 N[rg Mt Duong tinh P1 HSV-2 Padung
25017 28 N[vg Mat Am tinh Chua dung
25018 20 Nam Mét Duong tinh P1 HSV-1 Padung
25019 52 Nam Mat Am tinh Padung
25020 31 N[vg Mat Am tinh Padung
25021 63 N Mat Duong tinh P1 HSV-1 Chua dung
25022 14 N[rg Mat Am tinh Chua dung
25023 8 Nam Mat Duaong tinh P1 HSV-1 Chua dung
25024 35 Nam Mat Am tinh Chua dung
25025 2 N[rg Mat Am tinh Padung
25026 68 N Mt Duang tinh P2 Hsv-1 | Khongcothong
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Mau Tudi Gigi nghégm K&t qua Ching | Binhtype | PUNE gﬁ‘ggﬁdc
25027 23 N Mat Am tinh Chua dung
25028 1 N Mat Duong tinh P2 HSV-1 Chua dung
25029 75 N[ Mat Am tinh Chua dung
25030 7 N[y Mat Am tinh Chua dung
25031 25 N[} Mat Duong tinh P2 HSV-2 Chua dung
25032 26 N? M3t Duong tinh P1 HSV-1 Chua dung
25033 26 Nam Sinh duc Am tinh Chua dung
25034 26 Nam Sinh duc Am tinh Chua dung
25035 31 Nam Mat Duong tinh P1 HSV-1 Chua dung
25036 30 Nam Mt Duong tinh P1 HSV-1 Chua dung
25037 46 N[ Mat Duong tinh P1 HSV-1 Chua dung

Ngudi bénh trong nghién citu c6 do tuditir 1-72, tudi trung
Vi 26. C6 24 bénh nhan nir (64,86%) va 13 bénh nhan nam
(35 14%). Ba muoi mét bénh pham thé mat (83, 78%)
nam bénh phdm thé sinh duc (13,51%) va mot mau tu
ngon tay (2,7%).

Hai muci mau c6 CPE (54,1%), tét ca dugc khang dinh
& HSV b&ng PCR v4&i mdi dac hiéu HSV va giai trinh tu
gien (hinh anh khong dudgc chira trong bai bao nay) Hay
hoai t€ bao la céc té€ bao sang, to, tron (Hlnh 1b, mdi tén).
C6 17/31 mau thé mét (54 84%), 2/5 mau thé sinh duc
(40,0%) va 1/1 mau & ngdn tay duong tinh. Ty & duong
tinh & cac bénh nhan da dung thudc la 40,0% (4/10) va
chua dung thubc la 57,7% (15/26). Nghién clu nay gat
duoc 15 ching P1 (75%) trong d6 c6 12 truong hgp chua
dugc diéu tri thuéc khang virus dic hiéu trudc khi ldy mau
(80,0%).

Hinh 1. (a) Té bao Vero lanh. (b) CPE ctia HSV trén té bao
Vero sau 24 gig cay (mdai tén).

4. BAN LUAN

Herpes simplexvirus lay bénh quatlep xuctrycti€p, nhan
lén trong t& bao biéu mé noi V|rus xam nhap, sau do V|rus
dudgdc van chuyén t6i hach cla té bao than kinh giao cam
theo huéng huéng tam va ngu tai day & dang eplsome
Khi virus tai hoat dong, no lai di theo hu’dng ly tam va gay
tai nhiém tai vi tri xém nhéap ban dau hoac o’gan dé. Thay
déi bénh lytrong nhiém HSV gom nhitng té€ bao phong to,
tron, nhan t& bao xuat hién nhirng nhiém sic thé dam dac
va sau d6 bi phat huy. Trong bong nudc hau nhu khéng co
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hat virus song ma no chu yéu c6 mat & ranh gidi gitra ldp
té bao chét va lanh. Trong nghién cltu nay, bénh pham
dugc lay bang cach cao & day tén thuong, la noico nhiéu
hat virus sGng nhéat, sau dé dugc cho vao méi truong van
chuyen dac hiéu cho virus noi chung va HSV noi rleng nen
ty & phan lap clha nghién ctu nay c6 thé cao hon mot sé
nghién cliu khac (54,1%).

Virus c6 thé t6n tai tiém tang suét doi & dang eplsome
cua bao tuong té€ bao than kinh giao cam va né co thé
nhan l&n, dugc dao thaiva ké ca tai hoat dong khongtrleu
chuing. Ngu’dl mang virus do dé trd thanh ngudn lay quan
trongva nhiem HSV la mot nhiém trung hay gap. O'mot s6
cbng doéng, ghi nhan ty lé mang khang thé dac hiéu khang
HSV-1 [én t&i trén 95% [2] Trong nghién ctu nay, bénh
nhan duongtinh cé dé tudi tir 1-69, tudi trungvi la 26, diéu
nay hoan toan phu hgp vai Y van la herpes simplex virus
gay bénh trén ca tré em va ngudi cé tudi.

Tylé duongtinh chungla 54,1% (dadugc khang dinh bdng
PCR v@i moi dac hiéu HSV va gidi trinh ty gien — hinh anh
khéng dugc chi ra trong bai bdo nay), trong dé & nam la
61,54% va nu’ la 50,0%, khéng c6 su khac biét co y nghia
thong ké (x p=0,77).Ty & du’dng tinh clia cac mau thé
mat la 54, 84% cao hon so véi cac mau thé sinh duc 1
40,0%.

Nubi cay phén ap la ky thuét vang trong chén doan HSV.
C6 thé phén lap HSV t tén thuong bong nudc mai, CPE
cé thé xuat hién sém, chi sau 1-2 ngay nubi cay do chu
ky nhan cua virus ngan. Nubi cay phan lap c6 thé phat
hién nhitng hat virus cé kha ndng gay nhiém thuc suy.
Herpes simplex virus la virus, dac biét lai c6 vo nén nd
can moi tru’o’ng bao quan vavan chuyén virus t&i uu. Trong
nghlen clu nay, ngoai s dung maoi truong bao quan va
van chuyen virus thong thu’o’ng, sorbitol dugc thém vao
dé bao vé thanh phan Vo ngoai cliavirus. Bay ciling la moét
trong s6 cac yéu td gop phan lam ty l& duong tinh kha cao.
Vero - t€ bao thudng truc than khi xanh Chau Phi - 14 té
bao cé phé phan lap rong, dudc s dung phé bién, cho
th&y hiéu qua tét trong phan lap HSV. o dac hleu cla
nudi cdy phan lap rat cao, dat 100%, tuong tu véi nghién
clru ctia P. V. Coyle va Soumyabrata Nag[3,4]. Ty l& duong
tinh chung la 54,1% (20/37), trong nghién cu cta P. V.
Coyle va Soumyabrata Nag lan lugt 1a 16,42% (22/134)
va 15,38% (8/52) Mac du cung phan lap virus trén té bao
Vero, tif cac tén thuong dugc chan doan ldm sang do
HSV, ty & duong tinh trong nghlen cltu cla chung t6i cao
hon dan%ke soVvai P. V. Coyle (x p <0,01)va Soumyabra-
ta Nag (x, p <0,01).

Céc thé lam sang ctia HSV rat da dang nhu thé mét, sinh
duc, mat, viém nao, herpes sag sinh, herpes ngon tay
(Whitlow), herpes dvan déngvién, herpes lan tda & nguai
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suy gidm mién dich va la tdc nhan c6 thé 3y truyén t& me
sang con & ca 3 giai doan la trong tr cung, lUc sinh va thoi
ky chu sinh, trong do, phan lap HSV tu’ton thu’dng dalait
khé khan nhat Ngh|en cltu nay chilam trén cac mau tén
thuong da va niém mac, trong dé phéan l6n (& herpes thé
mat, diéu nay clng giai thich ty l& phan l4p cua nghién
cltu nay cd thé cao han mot s6 nghién ciu khac.

Chan doéan HSV bang lam sang khéng phai la phuong
phap c6 dd dac hiéu cao, ty l& duong tinh trong phén lap
phu thuéc vao thé lam sang, loai bénh pham, tudi cla
tén thu’dng, kinh ngh|em clia béc si, kinh ngh|em lay bénh
pham moi tru’dng, diéu kién bao quan van chuyén bénh
pham, cach xr ly bénh phdm, dd nhay clia dong té bao
phan lap, méi trudng va thudng quy nubi céy va cac yé’u
6 khac Diéu nay la m6t trong nhitng ly do giai thich ty &
nudi cay du’o’ngtlnh khac nhau gitra cac nghién cutu. Ty lé
duaong tinh cua herpes thé mat cao hon thé sinh duc cé
thé do nh|em HSV-2 c6 ty L& thap han nhiéu so vdi HSV-1,

nhirng tén thu’o’ng ¢ cad quan sinh duc thu’dng gay quan
ngai hon so vdi cac tén thu’dng thé mat nén thudng bénh
nhan c6 tén thuong sinh duc sé di kham nhiéu, sém hon
va stir dung ACV ngay tai cac ca sd diéu tri phu khoa. Tuy
nhién, sy khac biét nay la khong cé y nghia théng ké (x2,
p =0.893).

Thudc dau tay trong diéu tri HSV la doéng phan acycllc
guanosine, dién hinh a acyclovir (ACV), ngoal ra con co
valacyclovir, galcyclovir, pancyclovir... va cé hién tugng
khang chéo gitra céc thubc ctia cing nhém dong phan.
Acyclovir dugc phosphoryl héa bdi enzyme thymidine
kinse cla virus, trd thanh acyclovir triphosphate, la dang
¢6 hoat tinh. Acyclovir triphosphate la chat (c ché canh
tranh cua enzyme DNA polymerase, lam két thic sém
qua trinh tong hop DNA, e ché& su nhan lén cla virus.

Acyclovir cé nhiéu dang dong goi nhu vién uong, md boi,

dung dich nhoé mét, thudc tiém...Thudc c6 hiéu qua cao
va it tdc dung phu, c6 thé sur dung dé diéu tri tir cac thé
nhe trén da va niém mac, téi cac truong hgp nang nhu
viém n&o do HSV [5]. Thudc cling lam giam thoi gian bi
bénh va giam ty & tai phat. Acyclowr duoc chu’ng minh
lam gidm dang ké tai lu’o’ng virus & t6n thu’o’ng va do do
c6thé lam glam d6 nhay cua phuong phap nudi céy[6,7].

Diéu nay cé thé giai thich ty l& duong tinh & nhém bénh
nhan chua st dung ACV trudc khi xét nghiém la 57,7%,
cao han nhom da st dung thudc la 40,0%.

Cac chliing HSV phan lap tir nhitng bénh nhan chua su
dung thubc khang virus dac hiéu sé ma& dudng cho cac
nghién clru ti€p theo la xac dinh tinh nhay cam ctia HSV
vé&ithudc khang virus, xac dinh cac da dang di truyén clia
cac chung HSV luu hanh tai Viét Nam va dot bién khang
thudc (néu co6 khang thudc kiéu hinh).

5. KET LUAN

Trong nghién clu nay, ty & duong tinh kha cao (54,1%),
khiphan lap HSV (HSV-1 va HSV 2)trén té bao Vero tircac
tén thuong bong nudc & da, ca hai thé herpes thé matva
herpes thé sinh duc. K&t qua clia nghién cltu nay co thé
& co s& cho mét s6 nghién clru ti€p theo.
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