CLAIMS
What is elaimed.is:

1.-A-methodfordelivering Use of a hete 2
ad+mmste¢mg—a—peeembman{—adeﬂe—asseera%ed—wcus—(rAAV) partlcle te-in the manufacture of a
medicament for the subretinatreatment of theindividualan

ocular disorder, wherein the rAAV particleparticles comprises:

a) arAAV capsid comprising rAAVan AAV?2 capsid preteinsprotein comprising one or more

amino acid substitutions at one or more positions thatinteracts-with-a-heparan-sulfate

proteoglycan-R484, R487, K527, K532, and/or at-onre-ormorepositions—correspondingtoamine
acids484,-487, 527,532,585 or 588R 588, numbering based on VP1 numbering of AAV2,and

wherein the one or more amino acid substitutions is with a hydrophobic amino acid residue,

wherein the one or more amino acid substitutions reduces binding of the rAAV particle to a
heparin sulfate proteoglycan, and

b) arAAV vector comprising the-heterelogous-nucleicacid-and-atleastone-AAV-inverted




6—TFhe-method-ofclaim52. The use of claim 1, wherein the one or more amino acid substitutions
reduces binding of the rAAV particle to the heparan sulfate proteoglycan by about at least
10%, -about at least 25%, about at least 50%, about at least 75%, or about at least 100%.

9—The-method-ofany-oneofclaims1-83. The use of any one of claims 1-2, wherein the one or

more amino acid substitutions comprises substitution of an arginine or lysine residue.

10:4. The metheduse of any one of claims 1-93, wherein the one or more amino acid
substitutions comprises substitution of an arginine or lysine residue with an alanine residue.

13——5. The me
eapsies

12 The-metheduse of any one of claims 1-324, wherein the one or more amino acid substitutions
is at position 484,-487R484, R487, or 532K532, numbering based on VP1 numbering of
AAV2.

- 139 -



14— The-methoeduse of any one of claims 1-1iand-13,-whereinthe-one-ormore-amino-acid

15-The-method-efany-one-efekaims1-125, wherein the rAAYV particle comprises one or more
AAVAAV?2 capsid proteins having at least about 90%, at least about 91%, at least about 92%,
at least about 93%, at least about 94%, at least about 95%, at least about 96%, at least about
97%, at least about 98%, at least about 99%, or 100% sequence identity to SEQ ID NOs:2, 4
and/or 6.

16.7. The methoduse of any one of claims 1-125, wherein the one or more amino acid
substitutions comprises substitutions at positions R484 and R487 or at positions R585 and
R588, numbering based on VP1 of AAV2.

17.8. The methoduse of any one of claims 1-125, wherein the one or more amino acid
substitutions comprises R484A and R487A substitutions or RS85A and R588A substitutions,
numbering based on VP1 of AAV?2.

18.9. The metheduse of any one of claims 1-125, wherein the AAYAAV?2 capsid protein
comprises amino acid substitutions R585A and R588A, numbering based on VP1 of AAV2.

19——10. The metheduse of any one of claims 1-325, wherein the AAYAAV?2 capsid protein

comprises amino acid substitution K532A, numbering based on VP1 of AAV2.
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