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#2 W3IBS kAL &2 & & D ChEMBL Assay ID 0D IC50 & O FEERE

Assay ID
217596 217598 473236 974313 974314
1000 -0. 4 -0. 314 -0. 1 -0. 367 0. 091
100 -0. -0. 314 -0.1 -0. 367 0.091
10 -0.4 -0. 314 -0.1 -0. 367 0.091
1 -0.3 —0. 346 -0. 1 -0. 367 0.091
‘ 0.1 -0.3 -0. 046 0.233 -0. 317 0.212
0.01 -0.1 0.032 0.1 -0. 067 0.309
0. 001 -0.1 0.025 0.1 0.083 0. 345
0 -0.1 0. 025 0.1 0. 083 0.345
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LONG-TERM QUTCOME OF SEQUENTIAL LAMIVUDINE AND IFN THERAPY

Py Abstract

i ItlS unclear whether the combination of a nucleos(t)ide analogue and interferon (IFN) is

sﬁﬁérior to monotherapy for treating chronic hepatitis B. Here, we report the long-term

outcomes of sequent1a1 therapy using lamivudine followed by IFN-B. This study

lncluded 2‘ | 'hepatms B e-antigen (HBeAg)-positive patients with chronic hepatitis B

virus (HBV) genotype C infection who were treated with lamivudine alone for 1632
weeks, then w1th both IF N-B and lamivudine for 4 weeks, and lastly with IFN-f alone
for 20 weeks. All patlents’ were followed up for 7.1 + 2.8 years post-treatment. The rate
of response, defined as trooéoolinase normalization, HBeAg loss, and HBV DNA <10*
copies/ml, was 5/24 (21%) at 24weeks post-treatment. The patients with short-term
responses were younger than tho{"’s‘jé“ w1th 1o response (P=0.039). More short-term
responders had undetectable HBV DNAot the start of IFN-f3 compared with the

non-responders (P=0.0059). Subsequently; four the five short-term responders

remained free of the need for further drug treatrne for 4.2 + 3.5 years post-treatment;

more short-term responders remained drug-free th‘ahkditl"’hon-responders (P=0.035). At

HBerAs)P=0-12)- In conclusion, the rate of response to sequential thergpj’rﬁiwas

limited in HBeAg-positive patients with chronic HBV genotype C infeotion»i'ét 24 weeks

post-treatment. In the majority of the short-term responders, however, the reépﬁoﬁfsié was

sustainable in the long-term. In-non-responders;repeated HEN-treatment may-suppress-
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Introduction

- Hepatitis B virus (HBV) infection remains an important public health issue and a

leading cause of liver-related morbidity worldwide, accounting for 1 million deaths

annually [1,2]. HBV has been classified into 10 genotypes (A-J) based on sequence
divergence. In Japan and other countries in East Asia, genotype C is the most prevalent
type of HBV. This genotype is associated with a low incidence of spontaneous
seroconversion from hepatitis B e-antigen (HBeAg) to anti-HBe, an increased risk of
cirrhosis and hepatocellular carcinoma, and a low likelihood of a favorable response to
antiviral therapy [3,4]. = ./

The currently available antiviral treatments for chronic hepatitis B can be divided
into two classes of therapeutic agents: nucleos(t)ide analogues and interferon (IFN). The
direct, potent antiviral effects of nucleos(t)ide analogues induce an on-treatment
response in most patients, but post-treatment relapse is common. Long-term use of
nucleos(t)ide analogues, particularly the first-generation agent lamivudine, can lead to
drug-resistance. In contrast, IFN has both antiviral and immunomodulatory actions.
IFN-induced remission of chronic hepatitis B is stable but séldom achieved. Whether a
combination of lamivudine and IFN confers an additional beneﬁt for treating chronic
hepatitis B remains unclear [5,6].

Serfaty et al. [ 7] reported that sequential therapy initiated with lémivudiﬁe,followed
by IFN-a was effective in patients with chronic hepatitis B. A pilot studyfin‘ France

found that a sustained virological and biochemical response was achieved in 8 of the 14

(57%) patients who received lamivudine alone for 20 weeks, followed by both - - i

lamivudine and IFN-a for 4 weeks, and lastly IFN-a alone for 24 weeks. Some groups: ,
have tested similar protocols of sequential therapy, with conflicting results [8-24],

which may have been caused, at least in part, by differences in the HBV genotypes



