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Leveraging TRACER platform to de-immunize Voyager’'s CNS capsids

and increase patient eligibility for AAV gene therapy voyagii

TRACER capsid engineering
to remove antibody epitopes
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Development of a mouse passive immunization model with human IVIG voyager

peutics
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Screen for IVIG-evading variants that retain brain fransduction in mouse voyager
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Library screening strategy
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Screen for IVIG-evading variants that retain brain fransduction in mouse voyager
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VCAP-Gen2-A1 evades human nevutiralizing antibodies and retains brain

fransduction in mouse Voyag?i:

VCAP-Gen2 VCAP-Gen2-Al

VCAP-Gen2-Al is a derivative of VCAP-Gen2 with antibody-evading mutations in region A

Structures are not representative of modified residues, for ilustration purposes anly
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VCAP-Gen2-A1 evades human nevutiralizing antibodies and retains brain

fransduction in mouse voyug?icrs

VCAP-Gen2 VCAP-Gen2-Al
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VCAP-Gen2-Al is a derivative of VCAP-Gen2 with antibody-evading mutations in region A

Structures are not representative of modified residues, for ilustration purposes anly
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VCAP-Gen2-A1 evades human nevutiralizing antibodies and retains brain

fransduction in mouse Voyag?i:

VCAP-Gen2 VCAP-Gen2-Al
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VCAP-Gen2-A1-B1 further evades human antibodies with minimal impact

on brain transduction voyug?icrs

VCAP-Gen2 VCAP-Gen2-Al VCAP-Gen2-Al1-B1
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Evaluation of VCAP-Gen2-A1 & VCAP-Gen2-A1-B1 in NHP voyager
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Key questions:
’m Do VCAP-Gen2-Al & VCAP-Gen2-A1-B1 retain brain transduction & cellular tropism of the parent capsid VCAP-Gen2 in NHP?

Can these variants transduce NHP brain in the presence of pre-existing antibodies?
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VCAP-Gen2-A1 transduces NHP brain in an animal with pre-existing
antibodies
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VCAP-Gen2-A1 transduces NHP brain in an animal with pre-existing

Motor cortex IHC DAB staining
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VCAP-Gen2-A1 transduces NHP brain in an animal with pre-existing

antibodies voygger
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VCAP-Gen2-A1 transduces NHP brain in an animal with pre-existing

antibodies
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VCAP-Gen2-A1 retains brain cellular tropism of its parent VCAP-Gen2 voyager

apeutics

Neurons (motor cortex) Astrocytes (motor cortex)
80% 100% - 8744
w o w 80% -
S 60%; = D
Q &)
%, % 60% -
|: 40% — |:
= o 40%4
= b3
2 %
Z 20
2 20% X 20%+
0% - 0% =
VCAP-Gen2 VCAP-Gen2 VCAP-Gen2 VCAP-Gen2
A1 A1
VCAP-Gen2 VCAP-Gen2-Al VCAP-Gen2 VCAP-Gen2-Al

DAPl Transgene-tag— FITC Neul — Cy5 Sox9 - TRITC



Leveraging machine learning to identify improved mutations in region B voyager
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.‘-- Region B is important for AAV capsid assembly, making it difficult to mutate

Structures are not representative of modified residues, for illustration
purposes only
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Leveraging machine learning to identify improved mutations in region B voyager
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For more details on ML approach,
see poster #1911 by Dan Cox
Thursday, 15th May, 5:30pm, Hall 12

Region B is important for AAV capsid assembly, making it difficult to mutate
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Top ML candidates for region B are improved for both NAb evasion and

voyager

brain fransduction in mouse
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Summary voyager

VCAP-Gen2-Al is a 3" generation TRACER AAV capsid with a combination of high brain transduction and
antibody evasion

VCAP-Gen2-Al could allow 40% more patients to receive AAV gene therapy

=(i Machine Learning — based approach identified additional mutations in a different capsid region that
ey improve both brain transduction & antibody evasion
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