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Neurological diseases (n=67)

* Alzheimer's disease
» Parkinson disease
* Huntington disease
\‘ » Canavan disease
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Ocular diseases (n=72)
* Wet AMD
rAAV gene therapy + X linked retinoschisis pigmentosa

+ Choroideremia
* Leber congenital amaurosis
* Leber hereditary optic neuropathy

Fgg::;ézaer Cardiovascular diseases (n=12)
* Ischemic cardiomyopathy
» Dilated cardiomyopathy

+ Congestive heart failure

Hematological diseases (n=32)
* Hemophilia A
+ Hemophilia B

Metabolic diseases (n=35)

« Glycogen storage disease

* Mucopolysaccharidosis

+ Familial lipoprotein lipase deficiency
* Pompe disease

* Fabry disease
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Neuromuscular diseases (n=18)
+ Duchenne muscular dystrophy

Signal Transduction and Targeted Therapy (2024) 9:78 6
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. . . _— Issues in AAV gene
Meutralizing anti-capsid antibodies therapy

@ Immunogenicity
@ Potency & Efficacy
@ Genotoxicity

@ Persistence

Innate immune response

y TLR2/9
o X Endosomal
escape
=~
Endocytosis @ »‘: \
2 |

\ ;
[
ll‘ A A @ « N
l ‘ T <« ~ -
A cytoplasm

L)
N/
) i A |
ﬁ.htl-tapsi:ﬁ: ] }E JUncoating nucleus
CD8 T-ce MHC-I
/ i 55 ”,__,H
(RN II/ presentation @
/ | | I ‘L

Receptor
Binding

VAVAV/NAV
Episomal AAV Integrated
l genome AAV genome

Mol Ther Methods Clin Dev, 2018, Volume: 8, Pages: 87-104 10
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Analysis of AAV serotypes 1-9 Mediated Gene Expression and Tropism in Mice After Systemic
Injection (Molecular Therapy, 2008)

AAV1 : ghNflRE (BPri%5S)
AAV?2 : HEfE

AAVS : fTie

AAVE/9 : iR (£51%5)
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