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Potential AND Challenges with PD-1 
Targeting Therapies 
 Immunotherapy targeting the PD-1 axis has the potential to 

restore HBV-specific T & B cell magnitude and function

Release the brakes
• Block inhibitory receptor function
• PD-1-PD-L1 interaction

• PD-1 suppresses T cell receptor signaling
• reduced cytokine production
• reduced killing
• reduced proliferation

 Realistically, only a portion of CHB patients will respond to 
checkpoint blockade
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Working Group
 HBV Forum convened a discussion October 2023 to identify 

major questions around checkpoint inhibitors in CHB patients

Can we identify patients who will benefit from checkpoint inhibitor therapy before 
safety becomes an issue, and enrich for responders?

Will CHB patients display a similar risk-benefit profile to cancer patients? 
very different population

Are there reliable (experimental) approaches from oncology to predict response/IrAE 
during PD-1 therapy?
Are these being tested pro/retrospectively in clinical trial samples?



Key Themes of Working Group 
Discussion
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1. Identifying Responders
 Multiple, small studies are testing PD-1/PD-L1 inhibitors

 No single early-stage trial will enroll enough patients to answer previous questions

 Propose an HBV Forum Database (collate public data from checkpoint inhibitor studies 
presented at EASL & AASLD, similar to Biomarkers Database Working Group)

 Response rate

 Target: PD-1 or PD-L1

 Dosing schedule and amounts

 Mode: systemically delivered antibody, 
ASO, siRNA, small molecule.

 Patient demographics: responders & IrAEs

 HBV stage: responders & IrAEs

 Combination therapies

 Treatment algorithm to assess 1st,2nd or 3rd

line use? 

 Age/time since HBV diagnosis
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2. Benefit-Risk Assessment
 Consensus that the benefit-risk assessment for checkpoint inhibitor 

therapy will differ between oncology patients vs. CHB patients
 IrAEs can occur in any organ system, with the median onset usually within 2–16 weeks from 

the commencement of therapy, depending on the organ system involved (Weber)

 Further emphasizes the need to identify the HBV subpopulations 
most likely to benefit from checkpoint inhibitor therapy
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3. Key Learnings from Oncology
 Propose to review oncology literature to understand predictors of 

IrAEs among cancer patients receiving PD-1/PD-L1 therapies
 Assess to what extent these findings are applicable to CHB patients

 Oncology resources:
 Excellent meta-analyses available over time
 QoL/PRO also should be considered



8   |   FORUM FOR COLLABORATIVE RESEARCH  |   CATALYZING CLINICAL RESEARCH TO IMPROVE GLOBAL HEALTH

Xu C, et al. Comparative safety of immune checkpoint inhibitors in cancer: 
systematic review and network meta-analysis. BMJ. 2018 Nov 8;363
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Next Steps
 Database review of response rates and IrAEs in cancer patients 

receiving PD-1/PD-L1 therapies to establish a benchmark
 Identify graduate students interested in this topic
 Design a database to input response rate/IrAEs and key CHB 

patient characteristics
 Collect public data from recent EASL & AASLD presentations
 Contact companies directly to fill data gaps
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Working Group Members

Academia/Clinical 
Research

Industry Regulatory Patient Representatives & 
Advocacy

Adam Gehring
Ed Gane
Marion Peters
Kosh Agarwal

Sue Currie, Virion Therapeutics
Farouk Chuglay, Roche
Audrey Lau, Gilead
Oliver Lenz, Janssen
Ruth Tarzi, GSK
Jinzi Jason Wu, Ascletis

Virginia Sheikh, FDA
Rupali Doshi, FDA
Stephanie Buchholz, EMA

Need input!



Open Discussion
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