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Childhood treatment with Adeno-Associated Viral gene therapy results in stable FVIII
expression and improved bleeding phenotype in adult severe hemophilia A dogs
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AAV-EVIII treatment during childhood could Figure 2. Study timeline
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Long-term safety and persistence of transgene
expression Iin AAV-FVlli-treated children is
unknown.
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Table 1. Summary of AAV-cFVIIl treatment.
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The Inflammatory response to AAV-FVIII In
children is largely uncharacterized.
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Weeks post-AAV-cFVIII Weeks post-AAV-cFVIII percutaneous liver biopsies were performed as
* We have previously reported outcomes of severe indicated in Figure 2.
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AAV5-canine FVIII (cFVIII) vector Figure 7. Alanine transaminase (ALT) levels demonstrated

Figure 3. Fold increase in liver volume was proportional to the increase only minor age-related increases.

Dogs treated at 2-weeks demonstrated improved In body weight 12 months post-AAV-cFVIII.
whole blood clot time (WBCT) despite minimal CONCLUSIONS
FVIII expression (<3%) after 6 months.

« Treatment of hemophilia A dogs with AAV5-cFVIII
at 2-months of age resulted In stable FVIII
expression into adult life despite significant liver
expansion.

Serum cytokine levels were measured at baseline
and post-treatment (days 2-21) by cytokine array.
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Dogs treated at 2-months of age demonstrated WBCT untreated hemophilia A dogs
stable FVIII expression and decreased WBCT
after 6 months.
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For some dogs, AAV-cFVIII treatment resulted In
an early transient increase In proinflammatory
Days post-AAV-cFVIII : : : O
Days post-AAV-cFVII cytokine Ievels_ vv_|th no evidence of transaminitis
that resolved within three weeks.
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ITR = Inverted terminal repeat. HLP = Hybrid liver promoter
PA = Polyadenylation sequence
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Figure 1. Structure of the AAV5-cFVIII vector Further studies on liver biopsy samples are
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1. To provide an update on the safety and efficacy of stage assay (OSA) was minimal and 2-months maintained an Days post-AAV-cFVII| bays post-AAV-cEVII ACKNOWLEDGEMENTS
AAV5-cFVIII in these animals 12-18 months post- (<3%) for dogs treated at 2-weeks improved whole blood clot time >~ UNO21 —= BRI21||+ BUX21 -+ CAM21 + RYE21

treatment. and sustained for dogs treated at 2- (WBCT). Normal WBCT = 6 Cohort 1 (2-weeks) Cohort 2 (2-months) . This study was supported in part by a Canadian
months. Lower limit of quantification minutes. WBCT Iin hemophilia A Figure 8. Transient elevations in pro-inflammatory Institutes  for Health Research (CIHR)
= 204, dogs = 13.9 minutes cytokines post-AAV-cFVIIl were observed for three of the Foundation Grant FDN 154285, and by a grant
dogs and resolved within 21 days. from BioMarin Pharmaceutical.

-

-

o
|

IL-18 (pg/mL)
S
|

IL-15 (pg/mL)

2. To describe the early (days 0 - 21) inflammatory
response to AAV5-cFVIII in infant and neonatal dogs.
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