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* We have developed an H-I?TV-targetlng nuclease ~ \/ [ :NA \/ * NSG mice were administered an AAV9-HBsAg vector, and three weeks later received LNPs
(HBV-POL) that can specifically target both T’::i':::‘;"_\/ T TSR, \ Figure 2. Optimization of nucleases targeting the HBV polymerase containing Gen 5 ARCUS-HBV mRNA. Mice were bled weekly throughout the study and
covalently closed circular DNA (cccDNA) and EYy { B : : _ euthanized and necropsied at seven weeks post AAV administration.
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integrated viral DNA. activity in Hep3B cells (2A) and improved specificity in HEK293 cells using oligo capture (2B).  ARCUS-HBV nuclease treatment resulted in significant loss of AAV copies in the liver
« Here we evaluate HBV-targeting ARCUS nucleases in immortalized cells containing compared to PBS controls (4A) with 80% indels in the remaining AAV (4B). Editing
integrated HBV DNA, HBV-infected primary human hepatocytes (PHH), and novel, resulteo_l in 9§% reduction in serum HBsAg levels (4C) and substantial loss of HBsAg
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igure 5. Gen 5 ARCUS-HBV nuclease evaluation in an episomal NHP model
D; > " > > > 291 D. Extracellular HBY DNA . Extracellular HBsAg F. Extracellular Albumin * NHPs were given prednisolone daily starting one week prior to AAV administration. Two
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 We hypothesized that a nuclease-mediated double-stranded break could lead to S i o 190 nuclease-treated animals showed 9% indels. After a second LNP dose and at necropsy,
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* Qur studies show that Gen 5 ARCUS-HBV is a highly specific and effective nuclease,
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Degradationby o~ \ showing large reductions in cccDNA in HBV-infected PHH with subsequent HBsAg
exonuclease \ ) e of cccDNA Figure 3. Antiviral effect of Gen 5 ARCUS-HBV nuclease in HBV-infected PHH knockdown.
~ and HBshe * Primary human hepatocytes (PHH) were de novo transduced with HBV and transfected with either . We've developed a novel in vivo model to test ARCUS-HBV nucleases and
HBV cccDNA > ([ HBY cccDNA Gen 5 ARCUS-HBV or a non-targeting nuclease. demonstrated high levels of editing and HBsAg reductions in mice and NHPs.
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