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Intrahepatic HBV-DNA of the patients with HBs seroclearance by lamivudine
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Sang Hoon Ahn, M.D. and Kwang Hyub Han, M.D.

Departments of Internal Medicine and Pathologyg, Institute of Gastroenterology
Liver Cirrhosis Clinical Research Center
Yonsei University College of Medicine, Seoul, Korea

The ideal goal for the treatment of chronic hepatitis B is the complete eradication of HBV. With
prolonged lamivudine therapy, the HBeAg seroconversion rate can be increased. It has been reported
that in some Caucasian patients, lamivudine induced not only HBeAg seroconversion, but also
HBsAg seroconversion. However, such reports about Asian patients are rare. We report here on two
Korean patients who experienced HBsAg seroclearance by lamivudine, and they had different
HBV-DNA liver statuses. They were 35 and 30 years old males and they were treated with
lamivudine for 36 and 18 months, respectively. As the HBeAg and HBsAg were lost, both patients
developed anti-HBs. Liver biopsy revealed improvement of inflammation and fibrosis in one patient.
Even though the other patient also developed anti-HBs, HBV-DNA was still detected in the liver
tissue. Our cases show that lamivudine can bring HBsAg seroclearance in Korean patients suffering
with chronic hepatitis B, but further research is needed to eliminate HBV-DNA in liver

tissue.(Korean ] Med 71:5998-S1002, 2006)
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AST 42 TU/L, ALT 71 TU/Lth QoA 32 a3zt
stel % 19989 69 HBeAg %4, HBV-DNA (DML

2000 Luminometer, Digene Diagnostics, Silver Spring,

g A 24 ool I whelH s g —

USA, detection limit : 0.5 pg/mL) 2450 pg/mL, AST
138 TU/L, ALT 243 TU/LZ 1998 9¥%-¥ 1457 2
v 2 100 mge WY AFFosklon, Xz A1= 671
A7) Pl HBV-DNA <05 pg/mL, AST 26 IU/L,
ALT 28 IU/LZ el o5 Fdsdch As &
@ g F A¥S 3 HBV-DNA 1530 pg/mL,
AST 111 TU/L, ALT 219 TU/LE 1999 7€ 5-E] 2002
9 797b4] e dS AFesidch AR 571L A
FH o] HBV-DNAZ} A&HA ekgkom, A5 871
AA¢l 20008 39 HBeAgZ} 4= 3L, A= 367)
o] HBeAg(-)¥ Anti-HBe(-) 2 HBV-DNA <05
pg/mL, AST 22 TU/L, ALT 17 IU/LZ 23l Fo
£ TR AR BNLAR R FF 127144)2

Figure 1. Initial liver biopsy (A, B, C) and the follow up liver biopsy (D) in Case 1. The initial liver biopsy showing
chronic hepatitis B with moderate lobular necroinflammation, moderate portoperiportal activity and periportal fibrosis (A).
The portal tract shows fibrotic widening with chronic inflammation and piecemeal necrosis (B). The ground glass cell
was found on Victoria-blue stain (C) (A x100, B x400, C x400). Follow up liver biopsy showing a nearly normal
appearance without hepatitic activity or ground glass cells (D) (D x400)(D x400).
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7,400/mm’,
g/dL, 23 223000/mm’o|%l, &4 A
s} BUN 17.3 mg/dL, creatinine 1.0 mg/dL,
total protein 6.6 g/dL, albumin 4.2 g/dL, AST 25 IU/L,
ALT 24 IU/L, total bilirubin 1.5 mg/dL, alkaline
phosphatase 66 TU/L, @H-g-3 HAPY ZZEFR A|3F
2 11.3%(INR 0.88), activated PTT+= 31.9%%t). BY
A3EARE FAA HBsAg o9, anti-HBe 9, anti-HBs
&yl ejolchile 683 ng/mL At
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A &= (porto—periportal
activity 0/4), f+3H(portal fibrosis, stage 1)¢]
FHo]l ARTHZH 1.
A 87 AN AN SHES

A H-S-(realtime PCR; TagMan Universal PCR Master
Mix, Biosystems, Branchburg, USA)YS o] &3 7hU]

HBV DNA #H&& A= ovt Hd&=A st
Ao : HBsAg &4 2071€ $91 2005 3€ <& 5

273 kel AST 25 TU/L, ALT 17 TU/L, HBsAg 4,

anti HBs 33 IU/LZ A%¥ i glom A o] 33
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Ha kA Bels 93 72z PSS Atk

s 1 o] FHITY A FA=E 1995 2
€9 HBeAg %4, AST 103 IU/L, T 213 TU/LSith
=4 3} 23] =

19979 9¢ HBeAg %44, HBV-DNA
34.7 pg/mL, AST 75 IU/L, ALT 81 IU/LZ #v|3d
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AP e 5500/mm’,
A2 149 g/dL, FA% 144,000/mm’e] 93, FF A
stsl HAME BUN 125 mg/dL, creatinine 1.0 mg/dL,
total protein 7.2 g/dL, albumin 4.4 g/dL, AST 17 TU/L,
ALT 15 IU/L, total bilirubin 15 mg/dL, alkaline
phosphatase 72 IU/L, & ¢-3-11

= -1 0 1~ 715/\]'}6]— Eig%ﬂ }\]Zl
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Table 1. Quantification of HBV cccDNA in Case 2.

duirgion frd BY 7t

EAGY 24 o)A ) sholel s G

ot cccDNA Elution Liver DNA cccDNA (copy)
a

(copy/iL) Volume (uL)" (ug)b /ug of Liver DNA /Cell
231 34 x 10" 25 88 x 10" 06

“The content of the intrahpatic HBV cccDNA was denved by interpolation of the Ct value with using the standard curve
obtained from standard DNA that ranged from 0 to 107 copies.

"Total DNA per biopsy tissue.

“The serologic markers for HBsAg, HBeAg, anti-HBs and anti-HBe were determined by enzymelinked immunoassays
(Behringwerke, Marburg, Germany). The detection limit of this assay is 10 IU/L

LS BT
DNA H2: N $HEL Aurg’s o) §5te]
ZH HBV covalently closed circular DNA (cccDNA)

& Agstdon, cchNA# ZF DNA9| pgd #o% %
348t Zanella 579] =8 275k¢] 1 ug9] 7+ DNA
2 15<10° el Mz Axterdt 1 pugd 7h) HBV
genome®] = 7F DNA pg% 88x10" copy 2 o= Al
23 0.6 copyel NS THE 1

A A7 12712 21 20034 11€ 9 44
Atol Al AST 15 TU/L, ALT 17 IU/L, HBsAg 73,
anti-HBs < 7.2 [U/L® FH %32 Folr}
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