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1. To review current treatment for chronic HBV
infection
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2. To discuss advantages and disadvantages of
current treatment options
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3. To discuss new treatment to cure HBV
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HBV Current Treatment
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Advantages of HBV Therapy
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 HBV highly treatable in 2025 A] 5 E & &
» All oral therapy Fir& O lRE %
» Easy to take B Z R
- Very few side effects El{EFA{E 4
* Long duration (many years)
HELERRE (RZE)
« Cost is much lower now I AEREFZ
* Newer treatment (cure) is coming
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Disadvantages of HBV Therapy
HBV A RITR 2

Long duration (many years) =HBAREE (%~
High cost (many years) m A (%)
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Does not get rid of virus “NEETE 2 H R TR =

Very rarely cures patients with HBV
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There is still a small risk of liver cancer
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Approved HBV Treatments

* Interferons (IFN)
* Standard IFN alfa — 1992
* Pegylated IFN alfa (Peg-IFN) - 2005

* Nucleos(t)ide analogues (NAs)
* Lamivudine — 1998
* Adefovir — 2002
* Entecavir (ETV) — 2005
* Telbivudine — 2006
* Tenofovir disoproxil fumarate (TDF) — 2008
* Tenofovir alafenamide (TAF) - 2016




Current Treatment for Chronic Hepatitis B
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Interferon

Lamivudine

Entecavir

Tenofovir
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Decrease in Serum HBV DNA after 1 Year of Treatment

LAM TBV TDF/TAF PEG-IFN

6 log = 1 million
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Not head-to-head comparison, results from various trials combined

LAM=lamivudine, ADV=adefovir, ETV=entecavir, TBV=telbivudine, TDF=tenofovir disoproxil fumarate,
TAF=tenofovir alafenamide, PEG-IFN=peginterferon
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Reversal of Fibrosis and Cirrhosis
Tenofovir Phase lll trial: biopsies at Year 0,1 & 5
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Baseline Year1 Year5s
* 348/641 (54%) had liver biopsy at baseline and Year 5

* 71/96 (74%) with cirrhosis (Ishak Score >5) at baseline no longer had cirrhosis at Year 5
Marcellin, B Lancet 2013; 381: 468
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Tenofovir-based treatment reduced HCC incidence @
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Observed vs. Predicted” HCC Cases £ £ E1 75 B pO FF =B 4l

Overall Population (N=2,273) # A0
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Rates of HBsAg Loss in Patients Treated with IFN or NA

HBsAg loss (%)

= HBeAg+ mHBeAg-
I I Data shown are overall rates, rates are lower for non-A genotypes
N I  —

Peg-IFN Entecavir Tenofovir DF Tenofovir AF

3 yr FU post-1 yr Rx 7-10 yr on Rx 10 yr on Rx 2 yr on Rx

Jeng WJ, Lok AS, Clin Gastroenterol Hepatol 2021; 19: 2006




HBV Cure?
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HBV Viral Targets
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Therapeutic Approaches to HBV Cure

Lower Viral Antigen Burden Boost Immune Response

Virions
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* Nucleoside Analogues = RNA interference -Stimulate Antiviral effector cells
= Capsid Assembly Modulators - RNA destabilisers - Rescue exhausted T cells (CPIs)
= Entry Inhibitors = Transcription inhibitors - Generate new T cells- Th Vaccines
= Nucleic Acid Polymers/STOPS - Redirect T-cells
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siRNAs achieve potent on-treatment HBsAg responses

1. JNJ-3989/AR0O-HBV 2.VIR-2218/ALN HBVO02 3.RG-6346/DCR-HBVS 4,AB-729
X and S triggers Single X trigger Single S trigger
3x monthly doses 2x monthly doses 4x monthly doses
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Single X trigger
1-6x monthly doses
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TS = >1 log HBsAg reduction achieved in 85-92%
e = Nadir HBsAg level <100 IU/mL achieved in >50%

e NB. Direct comparison between studies is not possible because of

different doses, dosing intervals and patient ulations
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Thank You for
Your Attention!
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Questions?
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