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Abstract In vitro Characterization of Stabilized alpha-Galactosidase A Enzymes Fabry AAV Gene Therapy Preclinical POC Study

Fabry disease is an X-linked lysosomal storage disorder caused by mutations in alpha-galactosidase A (GLA). Multiple approved . . -1 . - I
treatment options exist for Fabry patients, including infused recombinant human alpha-Gal A (rha-Gal A), termed enzyme A B
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replacement therapy (ERT), and an orally administered molecular chaperone for patients with amenable GLA variants. GLA Enzyme Kinetics ® Malos and Fomales Heart reﬁ;ﬂ;’fn'ﬁ:'mf,:"bs"ate
Limitations of ERT include low physical stability, a short circulating half-life at neutral pH of the blood, and variable uptake into X105 100004 w] L n.d.: not determined « Animals treated with high dose of our AAV vectors
different disease-relevant tissues, which may limit the efficacy of ERT as well as gene therapies relying on cross-correction. o 1000 ARIEN showed highly elevated alpha-Gal A activity in the heart
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establish proof-of-concept, we engineered stabilized versions of hGLA and delivered it through AAV-based gene therapy with > T = = ﬁi s :
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dimer interface Conclusions
Study Design for Fabry Gene Therapy Preclinical POC Study
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bridges for enhanced stability. Pairs of residues in contact on the —— ' . omodimer formation, enhanced temperature, plasma, neutral pH stability compared to wildtype alpha-Gal A.
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