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exhibit enhanced transgene expression in cells overexpressing human or macaque TFRC. In
contrast, capsid 3 exhibits significant enhancement of transduction only in cells expressing
human TFRC. AAV9 exhibits no enhancement of transduction in cells expressing TFRC.

(B) Engineered capsids mediate higher transgene expression than AAV9 in cells overexpressing
the human or macaque orthologs of TFRC.
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demonstrated robust binding responses to human transferrin receptor, while the negative control
AAV9 did not bind. Importantly, capsids | and 2 exhibit similar binding responses for both human

and macaque transferrin receptor. Capsid 3 binds to human transferrin receptor, but not macaque.

Dissociation constants for capsids |-3 were determined to be in a low pM range. These results are
concordant with cross-species performance observed in cell culture experiments.

Figure 6. Binding kinetics of engineered capsids targeting ALPL.

Human ALPL receptor was immobilized on Octet BLI sensors and binding to each capsid analyte
was measured across a range of capsid concentrations. Four lead capsids demonstrated robust
binding responses to human ALPL, while the negative control AAV9 did not bind. Dissociation
constants for capsids 4-7 were determined to be in a low pM range.
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A third family of capsids targeting LDLR exhibits cross-species enhancement of transduction in
cells expressing the human or macaque receptor orthologs.

In the progression from preclinical to clinical testing, cross-reactive receptor binding in humans
and nonhuman primates is a critical translational consideration. These receptor-targeted
capsids will be evaluated in vivo to assess BBB transcytosis and tropism for CNS cell types.




