CLAIMS

eye-of the-mammalarecombinantadeno-associated-virus{rA A V)viral particle comprising a-+AAV

veetercomprisingnucleic acid encoding a miR-708-

2. The rAAYV particle of claim 1, herein the nucleic acid encodng miR-708 and/or the

nucleic acid encoding rhodopsin-

to a promoter.
13-
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3. The methedrAAYV particle of claim $22, wherein the promoter is-capable-of-expressingexpresses
the miR-708_and/or rhodopsin in photoreceptor cells.
R

4. The methodrAAYV particle of claim 422 or 433, wherein the promoter comprises a
rhedepsin-kinase{RK} promoter-er, an opsin promoters

5. The rAAV particle of claim 4, wherein i) the nucleic acid encoding miR-708 and the nucleic
acid encoding rhodopsin are operably linked to one RK promoter or opsin promoter; or ii) the
nucleic acid encoding miR-708 is operably linked to a first RK promoter or a first opsin
promoter and the nucleic acid encoding rhodopsin is operably linked to a second RK promoter
or a second opsin promoter.

19-

6. The methedrAAYV particle of claim 485, wherein the nucleic acid encoding miR-708 is 5-5'

to the nucleic acid encoding rhodopsin-

20-The-method-efelaim18; or wherein the nucleic acid encoding miR-708 is 3~te3'to the nucleic
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e rrethed

7. The rAAV particle of any one of claims 1-236, wherein the nucleic acid encoding miR-708 is
embedded in an intron.

25-

8. The methedrAAYV particle of any one of claims 1-247, wherein the nucleic acid encoding miR-
708 comprises an endogenous miR-708 scaffold or a miR-155 scaffold.

=Es

9. The methedrAAYV particle of any one of claims 9-25-wherein-therhodepsinis-human
rhodopsin:
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27-Fhe-method-efany-eneofelaims9-261-8, wherein the nucleic acid encoding rhodopsin comprises

a substitution, insertion or deletion of nucleic acid in the miR-708 target sequence _or lacks the
3'UTR miR-708 target sequence, wherein the substitution, insertion or deletion reduces or
prevents recognition by miR-708.

30— TFhe-method-ofany-ene-ofelaims9-29, wherein the nucleic acid encoding rhedepsinmiR-
708 comprises a-substitution;-insertion-or-deletion-of-the nucleic acid inthe-miR-708-target

seguence-whereinthe miR-708target sequencedis-of SEQ ID NO:19:

33— The-method-ofany-ene-ofelaims1-3%;, or wherein the nucleic acid encoding miR-708
comprises a nucleic acid having abeut-at least 8590% identity to SEQ ID NO:_1-

34— The-method-ofany-ene-ofclaims9-33;; and wherein the rhodopsin comprises the amino
acid sequence of SEQ ID NO: 2:

35— The-method-ofany-ene-ofelaims9-33;, or wherein the rhodopsin comprises an amino
acid sequence having about at least 8590% identity to SEQ ID NO:2-

36— The-method-ofany-ene-ofelaims9-34;, or wherein the nucleic acid encoding the
rhodopsin comprises nucleic acid of SEQ ID NO:3-

37— The-method-efany-one-ofelaims9-34;, or wherein the nucleic acid encoding the rhodopsin
comprises a nucleic acid having abeut8590% identity to SEQ ID NO: 3.
38—

11. The methedrAAV particle of any-ene-ofclaimsclaim 1-8-er10, wherein the AAV-viralrAAV
particle comprises a recombinant viral genome comprising a polynucleotide of SEQ ID
NO:5-

39— The-method-ofany-eneofclaims1-9, SEQ ID NO:6, SEQ ID NO:7, SEQ ID NO:24, SEQ ID
NO:25, SEQ ID NO:26, or #4,SEQ ID NO:27; or wherein the AAV-ralrAAV particle comprises
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a recombinant viral genome eemprisingcomprises a polynucleotide efhaving at least 90%
identity to SEQ ID NO:5, SEQ ID NO:6 SEQ ID NO:7, SEQ ID NO:24, SEQ ID NO:25, SEQ
ID NO:26, or SEQ ID NO:27.

40—

12. The methedrAAV particle of any one of the preceding claims+-8-e+18, wherein the AAV

viralrAAYV particle comprises a

viralparticlecomprisesan-AAV1, AAV2, AAV3, AAV4, AAVS, AAVS tyrosine mutant,
AAV6, AAVT, AAVSE, AAVrh8, AAVrh8R, AAVY9, AAV10, AAVrhl10, AAV1I, AAV12,
AAV2RATIA, AAV2/2-Tm8, AAV DJ, AAV2 N587A, AAV2 E548A, AAV2 N708A, AAV
V708K, a goat AAV, AAV1/AAV2 chimeric, bovine AAV, or mouse AAV capsid
rAAV2/HBoV1 serotype capsid-

43— The method-of any-oneofclaims1-42-wherein-the rAAV-viral-particle; and/forthesecond

45 The method-of anyone of claims1-44; wherein the rAAV vector and/orthe second +AAV vecter
eemprisecomprises AAV1, AAV2, AAV3, AAV4, AAVS, AAV6, AAV7, AAVSE, AAVrhS,
AAVrTh8R, AAVY9, AAVI10, AAVrh10, AAVI11, AAV12, AAV2R471A, AAV DJ, a goat
AAYV, bovine AAV, or mouse AAV serotype inverted terminal repeats (ITRs).

Ae—

13. The methedrAAV particle claim 4511, wherein the rAAYV vectorandforthesecondrAAV

49— The-method-ofclaim-48,-whereinthe rAAVviralparticle comprises an AAV-5 capsid;and
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, _or an AAV-5 tyrosine
mutant capsid, and wherein the vector comprises AAV2 ITRs.
Sd—Fhe-rethed

14. A composition comprising the rAAV particle of any one of claims 1-56,-wherein-the—rAAV
particlesare-injected-into-the subretinal space-of theretina-of the-mammall 3.
52 The methodofclaim 51 whereinthe

15. A composition comprising a first rAAYV is-administeredto-more-than-onelocation-ofthe
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65—A-rAAVparticlecomprising a rAAV vector comprising nucleic acid encoding a-miR-
708-

66—TFhe, and a second rAAV particle efelaim-65-whereinthecomprising a rAAV vector comprising
nucleic acid encoding a-miR-708-furtherencodesrhodopsin.

67— TherAAV particle
16. Use of elai

68— Thea rAAV particle of any one of claims 65-67-wherein-the-nucleicacid-encodingmiR-

69—The+rAAV-particle-1-13 or a composition of claim 6814 or 15 in the preparation of a medicament
for treating retinitis pigmentosa in a mammal, wherein the premeteriscapable-efexpressingthe
miR-708—in—photoreceptor—cellsretinitis pigmentosa is associated with a mutation in the
endogenous rhodopsin gene in the mammal.
70— TherAAV particle
17. Use of elai

74— ThearAAV particle of any one of claims 661-13 or 67-wherein-thenucleicacid

encodinga composition of claim 14 or 15 in the preparation of a medicament for treating

endoplasmic reticulum (ER) stress in a cell of a mammal, wherein the ER stress is associated
with a mutation in the endogenous rhodopsin is-eperably-tinked-te-a-prometer
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