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Pacific Medical Center, San Francisco, CA; 2National Cheng Kung
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Medicine, University of Hong Kong, Hong Kong SAR, China;
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Background: Hepatitis B surface antigen (HBsAg) loss and HBsAg
seroconversion are considered an important goal of HBV therapy but
are seldom achieved with current treatments. We describe baseline
characteristics and Wk 24 treatment responses of patients who dem-
onstrated confirmed HBsAg loss by Wk 120 (on-treatment or during
the 24-week follow-up period). Methods: A total of 709 nucleoside-
naı̈ve, HBeAg(!) patients received ETV 0.5 mg (n"354) or LVD 100
mg (n"355) once daily for a minimum of 52 Wks and maximum of 96
Wks in the randomized, double-blind ETV-022 trial. Entry criteria
included: biopsy-confirmed liver disease, serum HBV DNA by
bDNA levels !3 MEq/mL, ALT levels 1.3-10 x ULN and no prior
nucleoside therapy #12 Wks. Serum HBV DNA, HBV serology
(HBeAg/anti-HBe) and ALT were measured on treatment and
through 24 weeks off-treatment . Results: HBsAg loss was confirmed
in 28/709 (4%) patients (18 for ETV and 10 for LVD) by Wk 120.
Baseline characteristics and Wk 24 treatment responses for patients
with confirmed HBsAg loss by Wk 120 are presented below. Con-
clusions: Patients with confirmed HBsAg loss by Wk 120 were char-
acterized by genotype A or D, male sex and Caucasian race at
baseline and by HBeAg loss and HBeAg seroconversion at Wk 24.
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HUMAN ANTIGEN PRESENTING CELLS STIMULATE HBV
SPECIFIC CTL AND TH CELLS IN THE TRIMERA MOUSE
MODEL Reddy Vuyyuru, Nina Blust, Sabine Herzog-Hauff, Soheila
Tavakoli, Peter R. Galle, Wulf Bocher; Department of Internal
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Introduction: The strength and breadth of antiviral T cell response
is correlated with disease outcome from hepatitis B. Thus, induc-
tion of HBV-specific T cells by therapeutic vaccination might
represent a new therapeutic strategy, as demonstrated in the
humanized trimera mouse model. However, although recipient
mice are lethally irradiated, mouse derived antigen presenting
cells (APC) might persist together with transferred human B cells,
monocytes and dendritic cells (DC). Thus, it was hypothesized
that murine APC might crosspresent vaccine derived epitopes to
human T cells. Methods: To study this issue, Balb/c mice were
lethally irradiated, reconstituted with nod.scid mouse bone mar-
row and transplanted with human PBMC from healthy volunteers
or chronic HBV carriers. Donor PBMC were transferred either
unmanipulated or depleted for total HLA DR! APC, CD14!
monocytes, CD19! B cells or BDCA-1!/-4! DC. Vaccination of
such trimera was performed i.p. with the Th cell antigens tetanus
toxoid and recombinant HBV core (HBc) antigen, or with the
synthetic CTL epitopes HBc18-27 and EBV280-288. Antigen spe-
cific human Th cell and CTL frequencies were analysed 10 days
after vaccination in peritoneal cells by IFNg ELISpot. Results: Very
strong HBc and EBV specific Th cell and CTL responses were
induced in vaccinated trimera mice implanted with total PBMC.
Depletion of total DR! APC, or BDCA-1!/-4! DC led to abro-
gation of Th cell and CTL responses, demonstrating the need of
DC for T cell stimulation in trimera mice. In contrast, monocyte
and B cell depletion only partly reduced HBc and EBV specific T
cell responses. Conclusions: All three human APC populations
contribute to effective stimulation of HBV specific human T cell
responses in trimera mice, although only DC are indispensable.
Mouse derived APC seem not to play a functionally relevant role
in this mouse model. Thus, effective vaccination approaches in
trimera mice should be predictive of similar responses in patients.
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Background: Adefovir dipivoxil (ADV) is effective in most lami-
vudine resistant (LAM-R) chronic hepatitis B (CHB) patients but
ADV resistance develops particularly in HBeAg (!) pts. There are
no prospective data on the long-term comparisons of adefovir
alone vs. its combination with LAM in HBeAg(-)CHB. Aim: To
evaluate prospectively the long-term efficacy of the combination
treatment with ADV and LAM vs. LAM alone in LAM-R HBeAg
(-) CHB patients. Patients and methods: 46 HBeAg (-) patients,
from a single centre, with histologically confirmed CHB resistant
to LAM, were randomly allocated in a two arm study of the
efficacy and possible development of ADV resistance of
ADV!LAM combination therapy vs. ADV monotherapy. At base-
line and during treatment HBV-DNA was tested by a R-T PCR
assay (sensitivity level$1000 copies/ml), genotyped and se-
quenced for LAM and ADV resistant mutations. Results: All pa-
tients were Caucasian [median age 55.5 years (range 39-76); M/F:
41/5]. Median duration of LAM before development of resistance
was 31 months (range 12-84). The majority (26/46) of the pts had
either M204I or M204I/L180M mutation, the rest had M204V/
L180M. 18 pts had cirrhosis on liver histology. Median HBV-DNA
levels before start of ADV treatment were 1.1E!07 cps/ml (range
15500-6.4E!08). Thirty-two pts were treated with combination of
ADV and LAM, and 14 with ADV alone. Median hitherto duration
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