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Independent AAV Vector Variables (2005)

Rods — mOps, RK
Cones — hROps, hBOps
RPE — hVMD2, hRPE65

SR vector — Rods, Cones, RPE
IV vector — RGCs, “MCs

Promoter

AAV1 SR - RPE>PRs
IV - poor
AAV2 SR - RPE, PRs
IV — RGCs, “MCs
AAVS5 SR -RPE +, PRs +
IV - poor

Vector Serotype: 1, 2,5



Independent AAV Vector Variables (2008)

Promoter

More serotypes
“Overstuffed” vectors

Vector Serotype: 1, 2,5



Phylogenetic Tree of Human AAV Serotypes

AAV8
AAV7

AAV9
AAV1
AAVE

AAV3
AAV2

AAV4

Rh.32.33
AAV5

0.05
Calcedo et al., 2009



Serotype Preferred Tx (CBA Promoter)

OO NP UNR

* Intravitreal vector

RPE>PR

PR, RPE, RGC*

PR+, RPE+

RPE>PR

PR, RPE

PR++, RPE++, RGC*, “MC*
PR++, RPE++, RGC*, ~MC¥*



Independent AAV Vector Variables (2008)

Promoter

More serotypes
“Overstuffed” vectors

Vector Serotype: 1, 2,5






Independent AAV Vector Variables (2008)

Promoter

More serotypes
“Overstuffed” vectors

Vector genome



Self-complementary vs. conventional subretinal AAV5-CBA-GFP in the dog

pre-INJ  post-INJ day6  day 11 day 19

B.

scAAV SSAAV

S.-P. Jones, 2009



Self-complementary vs. Single-stranded AAV2-CBA-

GFP
sc Vector sc Vector
intravitreal subretinal
ss Vector ss Vector
intravitreal subretinal

H. Silva-Petrs, A. Dincluescu, 2008



Independent AAV Vector Variables (Today)

o
o
o
S
o
Q.
More serotypes
- “Overstuffed” vectors
o* Mutant Vectors

Vector genome
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2x10° vgs/cell; 48 hrs

Intravitreal and Subretinal Injections

A. Srivastava, 2007



Serotype Preferred Tx (CBA Promoter)

1 RPE>PR
2 PR, RPE, RGC*

2-444 PR++, RPE

5 PR+, RPE+

4 RPE>PR

7 PR, RPE

8 PR++, RPE++, RGC*, “MC*

8-733 PR+++, RPE+++) MC, BP, RGC*, MC*+
9 PF RPEFF, RGC*, ~“MC*

’

* Intravitreal vector



Can we decrease the amount of AAV and still have a therapeutic result?

Subretinal standard AAV2-RPE65 vs. AAV8-733-RPE65 in the rd12

mouse 300+ ox
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p=0.05




Independent AAV Vector Variables (Today)

Promoter

More serotypes
“Overstuffed” vectors
Mutant Vectors

Vector genome
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