
Investigational therapies for  chronic 
hepatitis B : will anything really work?
 This presentation will:

 Describe the basis of therapies for chronic HBV
 Describe the new therapies in the pipeline for HBV

• Conflicts:
• Arbutus BioPharma (grant)
• Contravir Pharma (Board Member)



The secret lives of the hepatitis virus 
and hepatitis!
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Treatment goals
 Clinically: reduce (eliminate) the  clinical consequences of chronic hepatitis B

 Surrogate end points:
 Eliminate detectable viremia

 Normalize circulating levels of liver derived enzymes (ALT, AST)

 Reduce HBs antigenemia

 Sustained, off drug, beneficial antiviral affect

New DAAs: HBs suppressed
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Entry
Pre-clinical Human Phase Trials

• Pros:
• Clinical validation
• Anti-HDV
• Stops life cycle 

from the 
beginning

Heptera
Contravir

• Cons:
• Doesn’t affect 

established 
infection

• MyrB: NTCP 
receptor targeted 
(?affect on bile)

• CTR432: cell 
chaperons 
affected (tox?)

Peptide, iv
Small mol, oral

H Weidemeyer,S Urban 
AASLD, 2018
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HBs Ag inhibitors
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RNA Degrading 

Zhou et al, AVR (2017) Mueller et al, , J.Hep (2017)
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Arrowhead 
Human Clinical 
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RNAi + Therapeutic vaccination (AAV 
model)

reduces HBs
induces HBsAb & T cell activity

T. Michler AASLD 2018

Arrowhead Pharma 
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Ulrike Protzer, Mala K. Maini & Percy A. Knolle Nature Reviews Immunology 12, 201-
213 (March 2012)

Normal induction of immune 
clearance



Angus W. Thomson & Percy A. Knolle Nature Reviews Immunology 10, 753-
766 (November 2010)

Homeostatic Tolerance



GS-9620 (vesatolimod), TLR 7 agonist, in 
CHB pts (not on antiviral Rx)



Springbank’s
putative 

RIGI/STING 
acting small 

molecule first in 
class in people

Yuen et al, AASLD, 2018



Checkpoint intervention

Bertoletti, A. and Le Bert, N., 2018. Immunotherapy for 
chronic hepatitis B virus infection. Gut and liver, 12(5), 
p.497.



Nivolumab (Anti PDL-1) in HBe neg CHB
M-2
N=12
N=10 (GS 4774+ 



Combination for efficacy, not to repress 
resistance

Repress viremia and antigenemia (2 complimentary DAAs)
This could be sufficient for a large % of people

Enhance host Immune mediated antiviral response
patient select
after antigen control
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Stair way to a cure!!!
Each new drug will be a step up clinical benefit
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