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Core Protein Allosteric Modifiers (CpAMs)

 Accelerate capsid assembly and induce Cp to form different sizes of aberrant capsids

• Block pgRNA encapsidation and lead to the formation of empty capsids

• First generation of CpAMs is in early clinical development

Zlotnick et al (1999) Biochemistry 38, 14644-52
Zlotnick et al (2011) Trends in Microbiology 19, 14-23

• Structurally distinct small molecules allosterically bind to a pocket of Core Protein 
at the dimer-dimer interface



CpAMs Induce Aberrant Capsid and Cause Cp Aggregation
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CpAMs Inhibit HBV Replication by Inducing Empty 
Capsid Formation 
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CpAMs Modify Cp Phosphorylation Status 

Regulation of specific versus nonspecific RNA packaging of HBV capsids
by the degree of CTD phosphorylation and dephosphorylation

Hu et al (2016) J Virol 90:5830 –5844
.
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CpAMs Induce Hyperphosphorylated Cp to Aggregate 
and Degrade
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CpAMs block cccDNA Formation in HBV Infected Cells
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CpAM Dural Mechanisms Of Action: Inhibit Viral Replication 
and Block cccDNA Formation
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CpAMs Target Multiple Steps of HBV Lifecycle

 Core protein plays multiple roles throughout HBV lifecycle and represents an 
excellent drug target impacting cccDNA levels

 CpAMs represent a new class of direct acting antivirals that are selective for 
HBV and inhibit de novo cccDNA formation

 Assembly Biosciences has established assays to specifically measure cccDNA
activities and its first candidate is currently in clinical development
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