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AAV9 VR-IV Peptid’e_ Insertion Scan Lib_rary Design and Dosing Strategy
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(n =2; 2-4 years old)
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P, Macaque Brain

(n=2; 2-4 years old)

Synthetic Library

(~1500 capsids)

*All dosings were at 2-3E13 VG/kg; intravenous; 28 days in-life
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P, C57BI/6 Brain

(n = 3; 6-8 weeks old)

—ar

P, BALB/c Brain

(n = 3; 6-8 weeks old)
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- VCAP-101 and VCAP-102 Demonstrate Increased CNS Troplsm in Both

Macaques and Radents
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VCAP 102 Demonstrates Increased CNS Troplsm and leer Detargetlng

Whole Brai Cort Thal Cerebellum Li vihole Brelin - 4
ole brain ortex alamus iver
32X I
1005 — 1003 ﬂ|
C
o S
S =2 iL B o b
CESUI 2
< 2313
AAV9 £3 g2
cC o =
((% T | % % 14
N o 8 X
N
0.1 T T 0.1 . :
AQ’ Q\ Qq’ ch Q\ Q"y
VCAP-|% SRl S
101 S Sl
Liver 2o0x i
1.4+ -4X -3X
< 1.2+ c 144 F
8 Z 1.0 3 o 12
VCAP << 52
- T 2 08 S 175
< [0} u><_| S 08
102 2 o6l <3
= @© T .= 064 | X
O o c®
'{l) n'd 0.4 g E 0.4
0.2- ’{E‘ 2 021 ﬁ
0.0 T T a_ 0.0 ' ¥ i_
Dosings were at 1E13 VG/kg of sScCBA-ZsGreen-HA,; i N L &
o RN \Q'l« F Q'\ N
O‘?g’ c) ’ RO
N 3
veyager
THERAPEUTICS © Voyager Therapeutics 5




VCAP 102 Dlsplays Increased Transductlon Across Diverse Brain

~ Regions in Afrlcan Green Monkeys
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VCAP-102 Transduces Both Neurons and Astrocytes to a Similar Degree Across

‘Diverse CNS Reglons in Afrlcan Green Monkeys

B Astrocytes (GFAP-positive)
45+ B Neurons (SMI311-positive)

% Transgene-positive cells

DAPI
Anti-HA (H2B transgene)
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VCAP-102 Displays Liver Detargeting in African Green Monkeys
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VCAP-102 Demonstrates 450X Transgene Expression in Marmoset Brain over AAV9 at

. 2E12VG/kg

Molecular & Granule
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VCAP-102 Demonstrates Increased Transgene Expre_ssioh Over AAV9 in Cynomolgus

Macaques with a Single-Stranded Transgene
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~1000 Fltness Matured Candldates Were Selected for Further Evaluatlon ina Synthetlc

R lerary

Fithess Maturation
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Generatlon 2 Capsids Demonstrate Increased CNS. Potency and Further L|ver

Detargetlng Over VCAP-1 02i in Cynomolgus Macaques
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Generation 2 Capsids Demonstrate Increased CNS. Potency and Further Liver

Detargeting Over VCAP-102 in Cynomolgus Macaques
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Receptor X Demonstrates Direct and Specific Binding to VCAP-102

Receptor Screen
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Receptor Bound AAV Detected

Specific AAV-receptor

by Anti-AAV Antibody Interactions Identified

pCMV6

AAVR
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Receptor X

VCAP-102 Demonstrates Direct Binding to Receptor X
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*Oral Presentation: Brett Hoffman, Ph.D.
Wednesday, May 17, 2023 8-8:25 AM
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