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ABSTRACT

The Taormina Consensus Conference (Italy, 2008 and 2018) defined occult hepatitis B virus
infection (OBI) as the presence of hepatitis B virus DNA in the hepatocytes or serum of
individuals who had tested negative for serum HBV surface antigen with currently available
assays. OBI can lead to viral reactivation; liver fibrosis and hepatocellular carcinoma (HCC).
The diagnosis is also easy to overlook, as the negative HBsAg in such cases can be falsely
reassuring. This case series describes three patients (1 male and 2 females, mean age 58)
who were diagnosed with OBI at Ho Chi Minh City MEDIC Medical Center between 2021
and 2024. These patients had variable clinical presentations and outcomes. This case series
illustrates the clinical significance of OBI and the importance of screening for OBI in HBsAg
negative patients with signs of chronic or severe hepatic inflammation.
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TOM TAT

Theo hoi nghi dong thuan Taormina (Y, 2008 va 2018), nhidm siéu vi viém gan B tiém an
(occult hepatitis B virus infection: OBI) 1a tinh trang hién dién HBV DNA trong té bao gan
va’hoic HBV DNA trong huyet thanh & ngudi c6 HBsAg 4m tinh bang cac xét nghlem hién
dang sir dung. OBI c¢6 thé dwa dén viém gan tai hoat, xo hoa gan va ung thu biéu mo té bao gan
(hepatocellular carcinoma: HCC) trén lam sang Chan doan OBI de bi bo sot vi HBsAg am tinh
va trong nhiing trudng hop nhu vay ¢ thé gy ra sy an tim sai lam. Loat ca bénh nay mo ta
ba bénh nhan (1 nam va 2 nir, tudi trung binh 58) dugc chan doan OBI tai Tmng tam Y khoa
MEDIC Thanh phd Ho Chi Minh tir nam 2021 dén nam 2024. Nhimng bénh nhan nay co cac biéu
hién 1am sang phong phu va dir li¢u cén 1am sang day di minh hoa cho ¥ ngh1a lam sang cua
OBI va tim quan trong ciia viéc sang loc OBI ¢ nhiing bénh nhén &m tinh v6i HBsAg c6 dau
hiéu viém gan man tinh hodc cac bién ching ning.

Tir khéa: Siéu vi viém gan B tiém an, OBI, xo héa gan, ung thu biéu mé té bao gan.

1. PAT VAN BPE

Nhim siéu vi viém gan B tiém 4n (occult hepatitis B
infection: OBI) dugc dinh nghia 1a sy hién dién cua
HBV DNA trong méu hogc té bao gan ¢ nguoi co khang
nguyén bé mit virus viém gan B (hepatitis B surface
antigen: HBsAg) am tinh véi cac xét nghlem hién co
[1]. C6 nhiéu gia thuyet ve nguyen nhén gay ra OBI
nhu do HBV dot bién khang nguyéen bé mit (dot bién
tron thoat gen S) tur do khong the phat hién HBsAg
bang cac xét nghiém hién co, dot bién khong san xuat ra
HBsAg, rc ché bi€u hién HBsAg do hi¢n di¢n cic loai
virus khac (dong nhiém) hodc phan ung mién dich bat
thuong ctia nguoi bénh d6i voi HBV lam suy giam sdn
xuat HBsAg [2]. OBI 1a mot hién tuong di truyén chi
moi dugc thao luan trén 1am sang gan day nho sy tién
bd trong ky thuat sinh hoc phan tir. Tac dong lam sang
cta OBI van con dugc tranh luan va kham pha rong
rai. Ti 1¢ luu hanh thay déi giita cac khu vuc khac nhau
trén toan thé gi¢i mic du kho danh gia do nhiéu truong
hop nhiém HBV khong dugc chan doan vi HBV DNA
khong duge st dung dé sang loc thuong quy. OBI c6
hai thé 1a OBI huyet thanh duong hodc OBI huyét thanh
am: OBI huyét thanh duong dugc dinh nghia 1a OBI
6 sy hién dién cua anti-HBc va/hodc anti-HBs; OBI
huyet thanh am la OBI khong c6 hién dién bat ky khang
thé nao. Ti 1€ luu hanh cua OBI trén dbi tuong nguoi
dén kham bénh tai Trung tim Y khoa Medic Thanh phd

*Tac gia lién h¢

Hb Chi Minh 13 6,4% [3]. Loat ca bénh nay mo ta ba
bénh nhén (1 nam va 2 nf, tudi trung binh 1a 58 tudi)
duoc phat hién méc OBI tai Trung tdm Y khoa Medic
Thanh pho HO6 Chi Minh. Ca 3 bénh nhan nay déu co
OBI huyét thanh duong (anti-HBc total duong va/hodc
anti-HBs duong) Khong c6 bénh nhan nao bi dong
nhiém virus viém gan C.

2.MO TA CA BENH
2.1. Trwong hop 1

Bénh nhan nam, 52 tuo1 nghe nghiép lao dong tu do,
& Quan 12, Thanh phd Ho Chi Minh, kham bénh ngay
29/ 11/2021 voi triéu chung dau 4m i ving ha suon
phai, an kém, khong sut cén, khong vang da vang mat
Céc diu hiéu sinh t6n gdm mach 92 lan/ phut huyet ap
130/96 mmHg. Bénh tinh, tlep xue t6t, da niém hong,
khong phu, kham bung mém, 4n khong dau. Tién s
khong nhiém virus viém gan B va/hodc C. Chua chich
ngtra viém gan si€u vi B.

Xét nghlem mau co s0 lu'ong bach cau 1a10.560 té bao/
mm3, s6 luong tiéu cau 1a 347.000 té bao/mm3, ALT
(alanlne aminotransferase) la 28,9 IU/L (gioi han binh
thuong 3 - 30 IU/L), AST (aspartate aminotransferase)
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la 26,3 TU/L (< 35 IU/L), creatinine la 0,74 mg/dL
(0,6 - 1,3 mg/dL), glucose 1a 5,23 mmol/L (3,9 - 5,9
mmol/L), AFP (alpha-fetoprotein) la 51,4 ng/mL
(< 20 ng/mL) va anti-HCV am tinh. Xét nghiém huyét
thanh cac ddu 4n HBV cho thdy: anti-HBc total va
anti-HBs déu dwong tinh trong khi HBsAg 4m tinh,
anti-HBs 1a 16,07 mUI/mL. Phan tng chudi
polymerase (polymerase chain reaction: PCR) dinh
lugng HBV DNA duya trén ky thuat TagMan phat hién
2.012 copies/mL.

Hinh anh siéu 4m 6 bung cho thdy mét ton thwong khong
ddng nhit, hdi 4m hdn hop & thity gan phai, ving ngoai
vi méng, gidi han ro (déu hiéu halo), kich thudc 110x90
mm, ddu hi¢u x6 day (bending sign) (+) va co huyét
khéi ¢ tinh mach cira (Hinh 1A). Chup cét 16p vi tinh
(CT scan) c6 thude can quang chan doan HCC. Trén CT
scan, ton thuong giam dam do gan phan thiy trudc va
phan thuy giita, dudng kinh bén trong cua khéi u 1a 12
cm. Ton thuong bt thude can quang khong dong nhat
thi dong mach va c¢6 do can tia thap hon nhu mé gan
xung quanh thi tinh mach ctra va thi muén (Hinh 1B).

Hinh 1A. Siéu am bung cho thiy
ton thwong 16n & thiy gan phai
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Hinh 1B. Hinh anh CT scan khéi tén thu’(rng
bit thuoc can quang & thi dong mach va do can
tia thap 6 thi tinh mach cira va thi mudn

Bénh nhan dugc chan doan viém gan siéu vi B man
thé tiém 4n bién chimg HCC va chuyén dén Bénh vién
Quén y 175 Thanh pho Ho Chi Minh, tai day bénh nhan
dugc chan doan HCC giai doan trung gian. Hai tuan
sau, bénh nhan dugc didu tri nit mach hoa chat khéi
u gan (transarterlal chemoembolization: TACE) va
khoi tri khang virus véi tenofovir disoproxil fumarate
300mg x 1 vién/ ngay (uong) 6 thang sau khi bat dau
diéu tri thudc khang virus, xét nghiém lai PCR kiém
tra HBV DNA da 4m tinh. Hi¢n tai bénh nhéan hoi phuc
tot va tlep tuc duoc theo doi tai Bénh vién Quény 175
Thanh phd HO Chi Minh.

2.2, Trwong hop 2

Bénh nhan nit, 57 tudi, nghé nghiép diéu dudng, kham
bénh ngay 04/01/2024 vi tang men gan kéo dai > 1
ndm khong rd nguyén nhan, da kham nhiéu co SOy
té tuyén trudc, khong triéu ching 1am sang, an uong
binh thuong, khong sut can, khong vang da vang mit.

Bénh tinh, tlep xuc tot, da niém hong, khong phu, kham
bung mém, 4n khong dau. Tién sur: khong viém gan siéu
vi B va/hodc C. Chua chich ngira viém gan siéu vi B.

Xét nghlem mau ¢ so luong bach cau 14 4.200 té bao/
mm3, s6 lugng tiéu cau 1a 159.000 té bao/mm3, ALT la
76,9 1U/L (gioi han binh thuong 3 - 30 IU/L), AST la
156,7 IU/L (< 35 IU/L), HCC risk am tinh (voi AFP la
2,8 ng/mL (< 20 ng/mL); AFP-L3 < 0,5% (0 - 10%);

PIVKA II (DCP) 1a 24 mAU/mL (< 40 mAU/mL) va
anti-HCV am tinh. Xét nghiém huyét thanh cac dau 4n
HBYV cho thay: anti-HBc total duong tinh va anti-HBs
12 927,9 mUI/mL trong khi HBsAg am tinh. Xét nghiém
PCR dinh lugng HBV DNA dua trén k§/ thuét TagMan
phat hién 1.979 coples/mL Hinh anh siéu am bung cho
thay viém gan man v6i chi md gan thd, bo gan kem
déu, khong c6 u gan (Hinh 2A) Do d6 dan hoi gan bang
phuong phap FibroScan véi 12,2 kPa tuong ung do xo
héa gan F3 (Hinh 2B).



L.D.V. Phuc et al. / Vietnam Journal of Community Medicine, Vol. 66, Special Issue 3, 102-106

Hinh 2A. Hinh dnh viém gan man véi céu triic chi
mé gan thd, bo gan kém déu trén siéu Am
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Hinh 2B. P dan hoi gan 12,2 kPa trén FibroScan
twong wng do xo héa gan F3

Bénh nhan dugc chan doan viém gan siéu vi B man thé
tiém 4an bién chimg xo hoéa gan F3 va khoi tri khang
virus voi tenofovir disoproxil fumarate 300mg x 1 vién/
ngay (udng). Thoi diém 3 thang sau khi bat dau diéu tri
thudc khang virus, xét nghlern lai PCR kiém tra HBV
DNA da am tinh, men gan vé gia tri binh thuong. Hién
tai tinh trang bénh nhan khoe.

2.3. Truwong hop 3

Bénh nhan nit, 60 tudi, nghé nghiép lam nong, kham
bénh ngay 25/05/2024 vi vang da vz‘mg mat, ti€u
dam, mét moi, an uong kém, dau am i ha suon phai.
Kham bénh tinh, tlep xtc tot, da niém hong, khong
phu kham bung mém, an khong dau. Tién sir: khong
viém gan si€u vi B va/hodc C. Chua chich ngura
viém gan siéu vi B. Xét nghlern mau co so luong
bach cau la 7.500 té bao/mm3, s6 luong tiéu cau la
365.000 té bao/mm3, ALT 1a 602 IU/L (gi6i han binh
thuong 3 - 30 IU/L), AST 1a 531 IU/L (< 35 IU/L),
bilirubin toan phan la 1,71 mg/dL (0,1 - 1,1 mg/dL),
bilirubin tryc tlep la 1,58 mg/dL (0,1 - 04 mg/dL),
bilirubin gian tiép la 0,13 mg/dL (0,2 - 0,7 mg/dL),
creatinine la 0,63 mg/dL (0,6 - 1,3 mg/dL),
glucose 1a 7,08 mmol/L (3,9 - 5,9 mmol/L) AFP la
16,9 ng/mL (< 20 ng/mL) va anti-HCV am tinh. Xét
nghiém huyét thanh cac diu an HBV cho thiy: anti-HBc
total duong tinh va anti-HBs 1a 17,4 mUI/mL trong khi

HBsAg am tinh. Xét nghiém PCR dua trén k¥ thuat
TaqMan cho thay HBYV DNA duong tinh. Hinh anh siéu
am bung cho thay viém gan man v6i chu mé gan tho,
bo gan kém deu khong c6 u gan (Hinh 3A). Do do
dan hoi gan bang siéu Am song bién dang (Shear Wave
Elastography: SWE) la 11,87 kPa tuong tmg muc d6 xo
hoa gan F4 (Hinh 3B).

Hinh 3A. Hinh dnh viém gan man véi céu triic chii
mé gan thé, bo gan kém déu trén siéu 4m

Hinh 3B. P$ dan héi gan 11,87 kPa trén siéu 4m
SWE twong uwng do xo hoa gan F4

Bénh nhan duoc chan doan viém gan siéu vi B tiém an
bién chig xo hoa _gan F4 tai hoat, sau d6 bénh nhén
diéu tri theo bao hiém y té tai Bénh vién Cho Ray.

3. BAN LUAN

Nhiém viém gan siéu vi B tlem an c6 biéu hién 1am sang
da dang va lién quan dén nhiéu bién chimg. Hai trong
s6 ba bénh nhan nhiém OBI trong loat ca bénh c6 biéu
hi¢n triéu chirng lam sang voidau bung ha suon phai, an
uong kém, trong d6 c6 mot bénh nhén c6 vang da vang
mit, tiéu ddm. Mot bénh nhan khong c6 triéu chimg 1am
sang, chi c6 taing men gan kéo dai kham & nhiéu co so
y t€ khong tim ra nguyé€n nhan sau d6 duoc phat hién
mic OBI. bac diém chung cua cd ba bénh nhan OBI la
c6 ndng d6 HBV DNA trong huyét thanh thap. Vi cac
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b1eu hién da dang trén 1am sang, OBI ¢6 li€n quan dén
nhleu bién chirng: OBI tai hoat (OBI reactivation), lay
truyen HBV, tién trién xo gan va HCC [4]. Loat ca bénh
nay dai dién cho nhung bién chung y van ghi nhén trong
OBI. Mot trong s6 ba b¢nh nhén méc OBI chua ting
biét tinh trang viém _gan trude do duge phat hién bién
chimg HCC voi khéi u gan kich thudc 16n. Hai bénh
nhan con lai méic OBI véi tinh trang xo hoa gan F3 va
F4 khi danh g1a bang cac phuong phap do d¢ dan h01
gan trén si€u am. Hai bénh nhan nay co bang chung vé
hoat dong cua si€u vi B voi tang men gan va xo hda gan,
trong d6 c6 mot tluong hop viém gan tai hoat voi AST,
ALT ting cao > 5 1an gia tri binh thuong trén ctia phong
xét nghlem Loat ca bénh nay chi ra cac tinh huong chan
doan va cac blen chiing ctua OBI, nhin manh dén kha
nang HCC, tlen trién xo gan va viém gan tai hoat ma
khong tim thay nguyén nhan trudc do.

Céc truong hop OBI huyét thanh duong phd bién hon
OBI huyét thanh am [ ]. OBI huyét thanh duong dugc
dinh nghia la OBI c6 anti-HBc (+) va/hodc anti-HBs
(+), thuong xay ra trong bdi canh nhiém HBV trude d6
da duoc giai quyet Nhung truong hop nay co thé da
bi nhiém HBV cép tinh va hoi phuc thanh thai HBsAg
hodc nhiém viém gan siéu vi B man nhung HBsAg da
chuyén huyet thanh &m. Ngugc lai, nhiing truong hop
OBI huyét thanh 4m c6 thé d mat khang thé (anti-HBc
va/hoac anti-HBs) theo thoi gian hodc chua khong tao
khang thé ngay tir dau [1]. Trong loat ca bénh nay, ca
ba bénh nhan déu 1a OBI huyét thanh duong véi ca ba
déu c6 anti-HBc va anti-HBs dwong tinh.

Trong mot nghién ciu tong quan hé thong va phan tich
tong hop cho thay ti 1€ luu hanh OBI ¢ dén s6 nghién
clru nguoi hién mau 13 0 ,06% & cac qudc gia HBV luu
hanh thap, 0,12% & cac quoc gia HBV luu hanh trung
binh va 0,98% & cac quoc gia co6 HBV luu hanh cao.
Déi voi dan s6 nghién ctru la nhom nguoi ¢6 nguy co
cao, ti 1& OBI kha dang ké, khong phu thudc vao tinh
trang luu hanh HBYV, voi ti 1€ OBI 1a 5,5% & cac quoc
g1a ¢6 tinh trang HBV Iuu hanh thap; 5,2% & cac quoc
g1a c6 tinh trang HBYV luu hanh trung b1nh va 12,0% &

cac qudc gia c6 tinh trang luu hanh cao [6]. Trong khi
do, tai Viét Nam, ti 1¢ OBI ¢ nguoi hién mau tai Vién
Huyet hoc - Truyén mau Trung uong nghlen clru trén
d6i tuong la 625.548 nguoi hien mau c6é HBsAg am
tinh giai doan 2021 - 2023 1a 0,06% [7]. Loat ca bénh
chung t6i mo ta minh hoa rang viéc sang loc chi sur dung
khang nguyén bé mat va khang thé c6 kha nang bo sot
nhiém HBV tiém an, dic biét 1a & bénh nhan c6 cac bién
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chimg HCC, xo hda gan, ting men gan kéo dai ma chua
tim thay nguyén nhan trude do. Xét nghiém PCR HBV
DNA nén dugc chi dinh & nhung bénh nhan c6 két qua
sang loc binh thuong nhung c6 cac dau hiéu 1am sang
lién quan dén OBL

4. KET LUAN

OBI 1a mot an gidu va thach thic trén 1am sang vi kho
khén trong chan doan va co thé c6 biéu hién 1am sang da
dang. Can tam soat OBI ¢ nhom bénh nhén c6 HBsAg
am tinh trong mot s6 tinh hudng biéu hién xo héa gan,
viém gan tai hoat hodc HCC trén lam sang.
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