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Chronic Hepatitis B – unmet needs

Adapted from Lin & Kao, AP&T 2016



Clinical parameters tested in CHB 

Gill & Kennedy, Clin Med 2015



Natural history & disease phase of CHB

Treatment Treatment

Gill & Kennedy, Clin Med 2015
• Is using ALT, HBV DNA & HBsAg level enough?
• What else do we need to consider with these clinical parameters?

• Co-aetiologies with HBV? Patient age? Disease phase? Patient choice? Cost? Feasibility?
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Correlation of intrahepatic viral with clinical markers

Svicher, Salpini et al., Gut 2020
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HBs-specific T cells reduce based on duration of infection, 
rather than HBsAg quantity

• HBV-specific T cells ↓ with age 
• Earlier treatment may be beneficial 

for HBsAg loss`

Age related immune changes in CHBCorrelation of immunological readouts with clinical markers

TRAIL+ NK cells correlate with ALT flares
Dunn et al., JEM 2007

HBV specific T cells correlate with HBsAg loss
Boni et al., Gastroenterology 2010

Blood

Liver

Requirements for peripheral correlates
of intrahepatic responses



Gill*, Pallett* et al., Gut 2018

Tissue Resident CD8 T cells & NK cells detected by FNA sampling 

Intrahepatic sampling

cccDNA & HBV RNA quantification by ddPCR with FNA sampling

Specific & sensitive quantification of cccDNA & 3.5Kb RNA
Consistent results between FNA & biopsy
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Unpublished Data 
Collaboration with Dr Testoni & Prof. Zoulim (INSERM, Lyon)



Potential promise 
of new therapies

1. Combination therapies will be required, but which are best?
2. Evaluating the immune/viral repertoire on therapy – and correlate with clinical 

parameters
3. Will be important to determine why certain agents not efficacious and how to 

select the right patients
4. In vivo studies of novel agents using blood & liver FNA samples 

1. Further studies on natural history of disease phase are still required
2. Who should be treated? Should the treatment candidacy pool be widened
3. Should we only focus on ALT, HBV DNA and fibrosis? 

Natural history of 
HBV (& HDV)

Patient selection for 
clinical trials

1. Need a combination of clinical, viral & immune markers – but which ones?
2. A reliable peripheral marker surrogate required for determining IH responses

Summary points & moving forward….. 
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