Development of a Translational Novel Gene Therapy for Fabry Disease:
AAV Encoding Engineered Alpha-Galactosidase A Transgene in a Fabry Murine Model and Nonhuman Primates
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Introduction Preclinical POC Study in Fabry Disease Mouse Model Pilot Study in Non-Human Primates (NHP)
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(A) Engineered GLA dimer with artificially introduced disulfide (S-S) bridges for enhanced stability (engineered dimer S YWT KO 5@%’ SO &§§ s, | L * Efficacy of AAV.hGLA eng#2 in Fabry mouse model is dose dependent with significantly greater lyso-

LD » SRR Gb3 / Gb3 reduction compared with knockout across all Fabry disease relevant tissues (DRG, kidney,

hGLAco eng#l  eng#2 heart) at all tested doses. Demonstration of DRG correction in a disease model is unprecedented, to
our knowledge.
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(B) GLA stability assay (performed at neutral pH and 37°C in plasma).

(C) Dorsal Root Ganglion (DRG): Gb3

* Engineered hGLA constructs were stable over the course of 2 hours whereas agalsidase beta

lost more than 50% of its activity within 30 min of incubation. %15_ %ﬁ? N o™  AAV.hGLA eng#2 administered IV in NHP (Cynomolgus macaques) led to high transgene expression
* Engineered GLAs showed increased stability at neutral pH and are expected to be more stable g T Plasma Lyso-Gb3 was measured by LC-!\/IS/l\/IS (A) and tissue Gb3 that reached efficacious therapeutic levels obtained in the mouse model in key target organs.
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