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ABSTRACT

Background: Hepatitis E virus (HEV) co-infection in patients with hepatitis B virus (HBV)
infection may aggravate liver damage, but data in Vietnam remain limited.

Objective: To determine the seroprevalence of hepatitis E virus and its association with
liver function parameters in patients with hepatitis B virus infection in Central Vietnam.

Materials and Methods: A cross-sectional study was conducted on 587 HBV-infected
patients at Hue University Hospital from June 2023 to June 2024.

Results and Conclusion: The overall anti-HEV 1gG seropositivity was 26%, highest in
patients with chronic HBV and cirrhosis (43%) and hepatocellular carcinoma (46%).
Seropositivity increased with age and was higherin males, while anti-HEV IgM was very low
(0.2%), suggesting mainly past HEV exposure. Platelet counts were lower in IgG-positive
patients, whereas AST, ALT, AFP, and prothrombin time showed no significant differences.
These findings highlight HEV as a common exposure in chronic HBV patients and suggest
it may contribute to liver injury; the role of HEV in cirrhosis and hepatocellular carcinoma
requires further investigation.
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TOM TAT

Pat van dé: Dong nhiém virus viém gan E (HEV) & bénh nhan viém gan B (HBV) c6 thé lam
nang thém tén thuong gan, nhung dir liéu tai Viét Nam con han ché.

Muc tiéu: Xac dinh ty l& phai nhiém virus viém gan E va danh gid méi lién quan vdi cac chi
86 chirc nang gan & bénh nhan viém gan B tai mién Trung Viét Nam.

DPai tugng va phuong phap: Nghién cliu cat ngang duoc thuc hién trén 587 bénh nhan
HBV tai Bénh vién Trudng Dai hoc Y-Duge Hué tir thang 6/2023 dén 6/2024.

Két qua va két luan: Ty & anti-HEV 1gG duaong tinh chung la 26%, cao nhat & bénh nhan
viém gan B man k&m xad gan (43%) va ung thu biéu mé té bao gan (UTBMTBG) (46%). Ty L&
duong tinh tang theo tudi va cao hon & nam gidi. Ty & anti-HEV IgM duong tinh rat thap
(0,2%), goi y bénh nhan phai nhiém chi yéu trong quéa khir. S6 lwgng tiéu cau thap hon &
nhém bénh nhan anti-HEV I1gG duaong tinh, trong khi cac chi s6 AST, ALT, AFP va thdi gian
prothrombin khong khac biét c6 y nghia so véi nhém am tinh. Nghién ctru nhdn manh HEV
la tdc nhan phoi nhiém phé bién & bénh nhan HBV man tinh va cé thé gép phan lam nang
tén thuong gan; vai trd clia HEV trong xd gan va ung thu gan van can tiép tuc nghién cltiu

sau hon.

Tir khéa: Huyét thanh viém gan E, viém gan B man, bénh gan tién trién.

1. DAT VAN BE

Viém gan do virus & mot trong nhirng bénh truyén
nhiém quan trong, gay ra hon 1,3 triéu ca t vong
trén toan cau trong nam 2022 [8]. Trong nam loai
virus viém gan (A, B, C, D, E), virus viém gan B (HBV)
chiém ty l& nhiém cao nhat va la nguyén nhan hang
dau dan dén xo gan va ung thu' gan tai Viét Nam ciing
nhu trén thé gidi [6]. Nhiéu yéu t6 nguy co da dugc
xac dinh thac day qua trinh hinh thanh ung thu biéu
mo té& bao gan (UTBMTBG) & bénh nhan nhiém HBV
man tinh, bao gém: xao gan, tudi cao, gidi tinh nam,
tién sir gia dinh c6 UTBMTBG, yéu t6 di truyén, hut
thudc &, uéng rugu, dai thao dudng, béo phi, gan
nhiém m&, phai nhiém aflatoxin, déng nhiém virus
viém gan C, virusviém gan D hoac HIV [7]. Tuy nhién,
vai trd ctia déng nhiém hodc phoi nhiém vdi virus
viém gan E (HEV) trong tién trién xo gan va UTBMTBG
& bénh nhan nhiém HBV van chua dugc nghién cliiu
day da.

Theo T6 chirc Y té Thé gidi, nam 2021 c6 khoang 20
triéu ca nhiémviém gan E, trong d6 hon 3.400 trudng
hop tir vong [8]. Khu virc Dong Nam A, bao gom Viét

*Tac gia lién hé

Nam, dugc xem la vung lwu hanh dich té cia HEV
V@i nguy co bung phat dich qua dudng phan-miéng
va tir dong vat sang ngudi [1]. Tuy nhién, hién nay tai
nhiéu co sd'y té, trong do cé Bénh vién Truong Dai
hoc Y-Dugc Hué, chua trién khai chuong trinh sang
loc HEV thudng quy, dan dén nguy ca bd sét chan
doan. Piéu nay dac biét dang quan tdm & bénh nhan
nhiém HBV, bdi sy déng nhiém HBV-HEV c6 thé lam
nang thém tén thuong gan, tang nguy ca bién chirng
va tr vong [3]. Xuat phat ti thuc t& do, nghién clu
nay dugc tién hanh nhdm xac dinh ty (& huyét thanh
duong tinh vé&i HEV & bénh nhan HBV va danh gié
m@i lién quan gilra tinh trang phoi nhiém HEV vdi cac
chi s6 chiic ndng gan & bénh nhén viém gan B tai
mién Trung Viét Nam.

2. DOI TUONG VA PHUONG PHAP NGHIEN CU'U
2.1. Doi twgng nghién ciru

Bé&nh nhan nhiém virus viém gan B dén kham, chén
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doan va diéu tri tai Bénh vién Truong Dai hoc Y -
Dugc Hué trong thai gian nghién clru.

2.2. Thoi gian va dia diém nghién ctru

Nghién clru dugc ti€n hanh tai Bénh vién Truong Dai
hocY - Dugc Hué tlrthang 6/2023 dén thang 6/2024.

2.3. Thiét ké nghién ctru
Nghién clfu cat ngang.
2.4. C& mau va phuong phap chon mau

Chon mAau thuan tién. D&i tuong nghién cltu bao
gdm cac bénh nhan dugc chan doan viém gan B cép
ho&c man, nhiém HBV dugc xac nhan huyét thanh
hoc va cé chi dinh cac xét nghiém tham do chirc
nang gan (AST, ALT, thoi gian prothombin,...) va cac
xét nghiém hoéa sinh gan khac.

2.5. Tiéu chudn chan doan va phan loai bénh nhan

Viém gan B c4p va man tinh dugc chan doan theo
huéng dan chia Bo Y t& (Quyét dinh s6 3310/QDP-BYT,
2019). Nhitng trudng hgp nhiém virus HBV khéng
triéu chiring la nhirng ngudi phat hién HBsAg duong
tinh tinh c& va khéng c6 triéu chirng ldm sang lién
quan dén gan mat.

Xo gan va’hoac UTBMTBG dugc xac dinh dya vao
két qua siéu &m, do d6 dan hoi gan, cdng hudng tur
(MRI), sinh thiét va cac xét nghiém can lam sang
khac (AFP, albumin,...).

2.6. Quy trinh xét nghiém

Xét nghiém huyét thanh hoc HEV: Khang thé
anti-HEV 1gG va anti-HEV IgM dugc phat hién bang
bo kit WANTAI HEV (WANTAI, Beijing, China), thuc
hién theo huéng dan clia nha san xuat.

Xét nghiém phat hién HEV-RNA: Cac mau huyét
thanh duong tinh véi anti-HEV IgM dugc tach RNA
bang bé QlAamp Viral DNA Mini Kit (Qiagen GmbH).
RNA sau khi tach chiét dugc téng hgp cDNA va thuc
hién ky thuat nested PCR dé phat hién HEV-RNA
theo quy trinh da cong bo [3]. Cac két qua can lam
sang clia bénh nhan dugc thu thap dua trén két qua
xét nghiém tai Khoa Héa sinh va Mién dich, Bénh
vién Trudng Pai hoc Y - Dugc Hué.

2.7. Phan tich sé liéu

Cac phan tich dugc thyc hién bang phan mém
GraphPad Prism 9.5.1 va SPSS 20. Su khac biét gitra
cac nhom dugc danh gia bang t-test (néu phan phdi
chuan) hodac Mann-Whitney U test (néu phan phdi
khoéng chuén). Mrc y nghia théng ké dugc xac dinh
khi p < 0.05.

3. KET QUA NGHIEN cU'U

3.1. Mét s6 dac diém can lam sang cua nhém
nghién ctru

Bang 1. Phan loai nhém nghién ctu va dac diém can ldm sang

Phan loai bénh nhan viém gan B (n=587)
Gidtrican | NhiBmHBV | Viémgan | .o oo | ViemganB ViemganB |
lam sang man tinh B mancé man kem xg | man kem X0 2an va Viém gan B
khoéng triéu | triéu ching an (n=43) UTBMTBG UTBgMTBG cap (n=3)
chitng (n=88) | (n=426) | & (n=14) (n=13)
Tudi* 44 [14-89] 50[5-97] | 56[26-79] | 70[40-77] | 58[29-68] 34[21-43]
Gidi 42/46 232/194 30/13 12/2 12/1 3/0
(Nam/N()
Ei?gg /‘iﬁ)“ 7.0[4.419.5] | 6.6[2.4-20.0] | 6.3[2.7-12.4] | 6.8[2.911.1] | 7.5[4.6-19.4] | 7.8[5.7-8.6]
"1'%2*?“‘3[‘;‘*” 4.6[2.9-6.9] | 4.6[2.8-7.2] | 4.2[2.6-5.3] | 4.4[3.0-5.5] | 4.2[3.3-4.6] | 4.3[3.9-4.5]
Hb (g/L)* | 139[63-184] | 140[82-179] | 130[91-175] | 144[94-170] | 129[89-153] | 133[117-152]
TI8U CAU | a0 1109.546] | 201 [43-597] | 148[39-415] | 192[91-508] | 152[108-278] | 129 [64-188
(103/|v|l)* [ - ] [ - ] [ - ] [ - ] [ & ] [ - ]
AST (UI/L)* | 23[12-53] | 31[14-737] | 47[18-392] | 40[24-72] | 80[29-660] | 405[344-1504]
ALT (UI/L)* 23 [7-56] 30[6-513] | 34[14-517] | 38[10-88] | 87[21-741] | 949[716-2053]
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Phan loai bénh nhan viém gan B (n=587)
.x P a . Viém gan B
Gia tri can Nhiém HBV Viém gan Viém gan B Viém gan B rlnan%(ém
lam sang man tinh B mancé man kem xg | man kém X0 gan va Viém gan B
khoéng triéu | triéu ching an (n=43) UTBMTBG UTBgMTBG cép (n=3)
chitng (n=88) | (n=426) | & (n=14) (n=13)
Pr%tr;‘g’(r:)?'” 12.2[9.3-16.9] | 12.6[3.1-38.4] | 12.9[9.7-25.4] | 137[11.117.1] | 140124259 | 15.9[10.9-18.6]
AFP 2[1-8] 3[1-195] | 10[1-280] |17.2[3-29136] | 864[3-14727] n/a
(ng/mL)* )
Tai lugng 2802 1431 1142 4.7 x104 1112 1.5x106
HBV [221-3.1 x 10°] | [221-3.2x10°] | [221-4.1x10¢] | [284-1.2x107] | [221-6.2x10°] | [4.1x105-2.810°]

*So sanh gia tri trung binh gilta cac nhom
duoc thuc hién bang kiém dinh ANOVA mét chiéu cho két qué p < 0,001

Nhan xét: Trong 587 bénh nhan viém gan B, nhom
viém gan B man cotriéu chirng chiém 426 trudng hop
(72.5%), viém gan B cap chi c6 3 truong hgp (0.5%).
C6 43 bénh nhan xo gan, 14 bénh nhan UTBMTBG
va 10 bénh nhan déng thdi méc xo gan va
UTBMTBG. Cé4c chi sé tudi, héng cau, hemoglobin,
tiéu cau, AST, ALT, thdi gian prothrombin va AFP
khac biét co y nghia théng ké gitra cac nhom.

3.2. Ty lé huyét thanh anti-HEV IgG va IgM duaong
tinh

Trong nhém nghién cttu, 3bénh nhanviém gan B cap
déu am tinh vdi anti-HEV IgG va IgM. Ty & anti-HEV
IgM duaong tinh rat thdp (0.2%, 1/587), trong khi
anti-HEV IgG duong tinh chiém 26% (153/584). Phan
bé theo nhém, tudi va gidi dugc trinh bay tai Bang 2.

Bang 2. Ty & huyét thanh anti-HEV 1gG
duong tinh @ cac nhém bénh nhan

Nhém bénh Anti-HEV IgG p-
nhanviém gan B dwong tinh value*
Nhiém HBV khéng triéu 0
chimg 28% (25/88)
Viém gan B man cé o
tridu ching 24% (102/426)
Viém gan B man kem 33% (14/43)
X0 gan
P>
0.05

Viém gan B man kem

UTBMTBG 43% (6/14)

Viém gan B man kem

xd gan va UTBMTBG 46% (6/13)

Total 26% (153/584)

Nhém bénh Anti-HEVIgG |  p-
nhanviém gan B duong tinh value*
Nhém tudi
<25 3% (1/32)
25-34 11% (9/79)
35-44 30% (32/108)
45-54 24% (31/129) 0%31
55-64 37% (38/102)
65-74 35% (34/96)
>75 35% (8/38)
Gi6i tinh
Male 31%(108/328) | _
Female 20% (50/256) | 9001

*Gid tri p duoc xdc dinh bang ki€m dinh Chi-square

Nhan xét: Ty l&é anti-HEV IgG duong tinh & cac nhdm
bénh nhan viém gan B dao dong tir 24% dén 46%,
cao nhat & nhém viém gan B man kém xo gan va
UTBMTBG (46%). Tuy nhién, sy khac biét gilra cac
nhém bénh nhan khong cé y nghia théng ké (p >
0.05). Ngugc lai, ty l& duong tinh tang ro rét theo do
tudi, tir 3% & nhdm dudi 25 tudi lén 35-37% & nhém
trén 55 tudi (p < 0.001). Ngoai ra, nam gidi co ty &
anti-HEV I1gG duong tinh cao hon nr gigi (31% so vdi
20%, p <0.001).

3.3. Mai lién quan giira anti-HEV IgG va céac chi sé
chirc nang gan & bénh nhan viém gan B

M3i lién quan gitta sy duong tinh v&i khang thé
anti-HEV 1gG va céac chi s6 sinh héa (AST, ALT, AFP,
thdi gian prothrombin, s6 lugng ti€u cau va tai lugng
HBV) dugc trinh bay tai Biéu do 1. Két qua cho thay
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s0 lugng tiéu cau & nhom bénh nhéan anti-HEV 1gG
am tinh (trung vi = 206, IQR = 80) cao hon so véi
nhém duong tinh (trung vi = 188, IQR = 77), su khac
biét cé y nghia thong ké (Mann-Whitney, p = 0.004).
Trong khi do, khong ghi nhan su khac biét cé y nghia
thong k& & cac chi so AST, ALT, AFP, thd&i gian
prothrombin va tai lugng HBV.

ns ns

S 1059 1 ns
~ . E . . —
3 1024 . . . : 5 10t . 3 . .
2 : 1 : . £ . . £ . :
E 256 £ 100 0 H £ H
> e S 102 } £ +
£ S S 16
E 16 £ 10 <
g ' 2 H
® 4 8 100 =
o 5 5

1 AST, AT, < 10+ . . E . .

1024 ns

1

2

512

*k
1
i
256
128
H H
H

= anti-HEV IgG dwong
3 anti-HEV IgG am

Bi€u do 1. So sénh chi s6 can lam sang chiic néng
gan theo anti-HEV IgG & bénh nhan nhiém HBV

<

Tiéu ciu (10°%/uL)

£}
2

64

Tai lwgng HBV (copies/mL)
5

32

4. BAN LUAN

Ty l& huyét thanh duang tinh véi HEV khac nhau dang
ké trén thé gidi, phan anh su da dang dich té hoc.
Mot phan tich gop dDong Nam A cho thay IgG khang
HEV trung binh 21%, v&i Myanmar cao nhat (33,5%),
Viét Nam (31,4%) va Malaysia thap nhat (5,9%) [5].
Su khac biét nay cé thé lién quan dén théi quen tiéu
thu thit heo va mirc dé chan nudi heo. Viét Nam va
Myanmar, hai quéc gia tiéu thu thit heo cao, c6 nguy
cd phai nhiém HEV l&n hon. Trong nghién cttu cla
chung t6i, ty & 1gG duong tinh dao dong tir 24% &
bénh nhan HBV dén 46% & nhom xo gan/UTBMTBG,
twong déng véi cac bao céo trudc day. Nghién clru
& mién Bac ghi nhan ty l& IgG cao hon (53% & nhém
nghé nghiép ti€p xuc, 45% & bénh nhan bénh gan),
cho thay Viét Nam van 4 vung luu hanh HEV cao vdi
su' khac biét viing mién [2],[3]. Nhiém déng th&i HEV
trén nén HBV c6 thé lam tang nguy ca tl vong, dac
biét @ bénh nhan xo gan. Tuy nhién, trong nghién cru
clia ching t6i, du ty L& 1IgG cao hon & nhém xo gan/
UTBMTBG, sy khac biét khong cé y nghia thong ké.
Diéu nay c6 thé lién quan dén tudi cao va ti [ nam
gidi chi€ém wu thé, la nhirng yéu t6 lién quan dén phoi
nhiém HEV.

Ty 1& khang thé IgM rat th&p, chi 1/587 bénh nhan, goi
y ty l8 mac mdithap. Tuong ty, cac nghién cliu trudc
tai Vit Nam ghi nhan IgM 0,5% dui 1gG 42%, trong khi
mot s6 bao cdo khac cao hon (2% phu nir mang thai,
3% viém gan cép) [4]. Su chénh l&ch gitra IgG va IgM
cho thdy HEV cht yé&u la phoi nhiém trudc day, bang
ching L8y truyén hién tai con han ché.
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MGi lién quan gilra tinh trang 1gG duaong tinh va so
luvgng ti€u cau & bénh nhan HBV c6 y nghia lam
sang, do tiéu cau dugc xem la chi diu tién lugng
trong suy gan cap do HEV. Tac gia Hoan va cong
sy ghi nhan ti€u cau thdp hon & bénh nhan HBV
phoi nhiém HEV [3], va nghién clu cua chang toi
cling cho két qua tuong ty, goi y phoi nhiém HEV
trudc day co thé gép phan lam néng ton thuong
gan. Giam tiéu cau thudng gap trong bénh gan tién
trién, lién quan dén cudng lach va giam san xuét
thrombopoietin & gan. Tuy nhién, cac chi s6 sinh
hda khac nhu AST, ALT, AFP huyét thanh va thgi gian
prothrombin khéng khac biét gitta nhom 1gG ducong
tinh va 8m tinh. K&t qua nay trai ngugc vGi mot so
nghién clru & Viét Nam va Trung Qudc, c6 thé do ty
(& HEV hoat ddng va dac diém chon mau khac nhau

[3].

Nghién cttu nay cho thdy HEV c6 thé anh hudng
dén tién trién bénh gan & bénh nhan c6 bénh gan
nén, mac du con mot s6 han ché. S6 lugng ca viém
gan B cép th&p nén chua thé déanh gia vai tro HEV
trong giai doan cap, va su chénh léch c¢& mau gila
céc nhém cé thé chua phan anh chinh xac ganh
nang HEV theo tirng giai doan bénh. Ngoai ra, nhdm
nghién cu chua phéan tich tinh trang 1IgG & cac murc
dd xo gan va UTBMTBG, do dé chua lam ro tac dong
clia HEV theo tién trién bénh. K&t qua nhan manh ty
(& phoi nhiém HEV cao & b&nh nhan HBV man tinh,
gdiy HEV c6 thé gép phan lam nang thém bénh gan
& nhom bénh nhan nay.

5. KET LUAN

Nghién ctu cho thay HEV la tadc nhan phai nhiém
phé bién & bénh nhan viém gan B man tinh tai Viét
Nam, véi ty & 1gG duong tinh la 26% va tang theo
tudi, cao han & nam gidi. Phoi nhiém HEV trudc day
c6 lién quan dén s6 lugng tiéu cau thap hon, goiy
kha nang gép phan lam nang tén thuong gan, trong
khi cac chi sé sinh héa khac khong cé sy khac biét
dang ké. Vai trd cua HEV trong tién trién bénh gan,
dac biét & bénh nhan HBV cé xa gan va ung thu gan
van can dugc nghién ciu thém.
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