Human liver biopsy analysis shows decline in FVIII levels following AAV5-hFVIII-SQ gene
therapy may be due to low RNA transcription levels despite persistence of full-length
episomal vector genomes
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Introduction Circular full-length episomes persist through 4 years of post-gene therapy
follow-up

FVIII activity declines over time following AAV-mediated gene therapy
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Two study participants did not have liver biopsy tissue collected for molecular analysis; n = 13.

Understanding the mechanisms behind the decline in FVIII activity and

alanine aminotransferase (ALT) elevation is necessary to identify intervening strategies Full-length episomes and RNA transcript levels correlate with FVill activity
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= Varying levels of steatosis were detected Follow-up liver biopsy analysis of AAVS-hFVIII-SQ gene therapy suggests efficient hepatocyte
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= Ground-glass hepatocytes observed in 1 participant with prior hepatitis B/C infection and possibly as a result @ : )

Full-length circular episome levels were persistent and did not decrease over time

_ Decline in FVIII over time may be due to reduced transcription of episomal vector DNA to RNA
of herbal supplementation

In hepatocytes
— Ground-glass hepatocytes negative for hepatitis B surface antigen (HBsAg), FVIII, or glucose-regulated -
protein 78 (GRP78)

Efficient hepatocyte transduction of AAV5-hFVIII-SQ was detected regardless of
prophylactic CS treatment
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Ongoing work will assess additional factors contributing to expression variability, safety,

and mechanisms of action mediating transaminitis
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