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Human RTP801 polynucieotide (SEQ ID NO:1)

TTTGECCCTC
CGGGTCTGEE
GCACTTGTCT
TGAGTTCATC
TCTCGTOGTS
GGCOGCOEaG
GOCTGGAGAG
AAGACACGGC
AGGATGAACA
GGCTGEGCTC
GCARAGAACT
ACGTCTGCGT
GCCTGETECC
AGATCCAGGG
TGACGCTGAG
TCATTGAGGA
GACTGAACTT
AAAACTGAGG
GAGTTGTGTG
CARAAGGCTTA
TTTTIGTTAC
CCCAGCCCGE
GGGAGGTCGG
GTTTGTTGTT
GGCAGCTATC
TTGGGATCTT
GTGTACTGCA
CCCGGGAGGA
CACTGTTCAT
TCTAATARAC

GAGGCCAAGA
CGGCTCTCGG
TAGCAGTTCT
AGCARACGCC
GTCOACCTCC
CTCAGCCTGG
CTCGGACTGC
TTACCTGGAT
CTTGTGTGCC
TCGACGCCCT
ACTGCGCCTG
GGAGCAGEGC
CACCTTCCAG
GCTGTTTAGC
CACTGGCTTC
GTGTTGARCT
TTCGGGTGGA
CAGCCACCTA
CGGGTGGCTE
GGGGCCAACA
TGACAGTTAR
CCCAGGGTGA
AGGTCGTGGA
TGTTTTGTAT
TTACAGACGC
TGACACTTGA
GAGTTGAGCT
GTGCCATCTG
GAATACACTT
ATGTTTGTTA

ATTCGGCACG
TGGTIGGCAC
CGUTGACCGC
CTGGCETCTG
TCTTCGCOCT
GEGTCGGCGA
GAGTCCCTGE
GCCGTGTCGT
AACCTGATGC
GCGCBCCTGC
GCCTACAGCG
AAGAGCTGCC
CTGACCCTCG
TCCGCCAACT

CGAGTCATCA

TCAACCTGAG
GACTAGAGGC
AGGTGGAGGT
TGCATTGGGG
AGGCTTCCAG
CAGTGGTGTG
AGGAAGAGGC

‘GGTGGTTTGT

CTTIGTTTTIC
ATGAATGTAA
ARAATTACAC
GGCAGGGGAG
GGTCTTCCAT
GATGTTCAAG
ARACAAAAAR

AGGGGGGGAG
GGGTTCGCAC
GCTAGCTGCG
TCCTCACCAT
CGTCCTTIGCC
CCCGGGAGGA
ACAGCAGCAA
TGCCCGACTT
AGCTGCTGCA
TGATGCCTAG
AGCCGTGCGG
ACAGCGTGGG
TGCTGCGCCT
CTCCCTTCCT
AGAAGARAGCT
GEGGCCGACA
AGGAGCTGAG
GGGGGAATAG
ACACATACCC
CTGGATGTCT
ACATCCAGAG
ACGTGCTCCT
GTATCTTACT
TGATCGRAGC
GAGTAGGAAG
CTGGCAGCTE
GGGCTGAGAG
CTAGAACTGT
TATTAAGACC
AAAMARARDA

GIGCGAGCGT
ACCCATTCAA
GCTTCTACGC
GCCTAGCCTT
CCGAACTCCC
GGGGTTTIGAC
CAGTGGCTTC
CGAGCTGCTC
GGAGAGCCTG
CCAGTTGGTA
CCTGCGGEGE
CCAGCTGGCA
GGACTCACGA
CCCTGGETTC
GTACAGCTCG
GTGCCCTCCA
GGACTGATTC
TGTTTCCCAG
CTCAGTACTG
GTGTAGCATG
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GGACCTGGGA
GOGECAGGAC
TCCGECACTC
TGGGACCGCT
ACCCCAGATC
CGCTCCACGA
GEGCCGGAGG
AGTGACCCTG
GUCCAGGCGE
AGCCAGGTGG
GCGCTGCTES
CTCGACCCCA
CTCTGGECCA
AGCCAGTCCC
GARCAGCTGC
AGACAGAGAC
CTGIGGTTCS

GAAGCTCATT

TAGCATGAARA
TACCTTATTA

AGCAGLA@bb
CAGAGCAGCC
GGTCTGAAGGE
ATCACTACTG
GGGTCGGTGT
CGTTTAAGCC
GGTEGEGGECT
TTACATGAAG
TATGCAATAT
AA 1782

CTGCTCCCGC
GCAGGRAGEG
GACCAAGTGT
ACCTGTTGTA
CAGGGATCAC
TTCCCCCATC
GGAACCCCTC
ATAAGATACT
TTTTTACTTT
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Figure 2
Human RTP801 polypeptide (SEQ ID NO:2)

MPSLWDRFSS SSTSSSPSSL PRTPTPDRPP RSAWGSATRE EGFDRSTSLE 50
SSDCESLDSS NSGFGPEEDT AYLDGVSLPD FELLSDPEDE HLCANLMQLL 100
QESLAQARLG SRRPARLLMP SQLVSQVGKE LLRLAYéEPC GLRGALLDVC 150
VEQGKSCHSV GQLALDPSLV PTFQLTLVLR LDSRLWPKIQ GLFSSANSPF 200
LPGFSQSLTL STGFRVIKKK LYSSEQLLIE EC 232
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Figure 8
Blood vessel leakage in RTP801 KO mice as compared fo control following

CNV induction
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. Figure 9

Reduction
gompared to controls

of CNV volume in response {0 RTP801 siRNA (REDD14) as

um3 | Mean CNV volume +/- SEM
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Reduction of RTP801 expression in the choroids of laser-treated monkeys in

response to RTP801 siRNA as compared to a control, measured by Real -

Time PCR

arbitrary units

Inhibition of RTP801 expression In monkey

0.12 -

choroid by RTP801 siRNA

BRTPB01 siRNA
WPBS

Monkey 1 Monkey 2
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Figure 11
Reduction of leakage in a non-primate CNV model in response to RTP801

siRNA as compared to a control
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Figure 12
Reduction of neovascularization in a non-primate CNV model in response to

RTP801 siRNA as compared to a control
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Figure 13

a)
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Figure 15
a.
Total number of cells per mL of
brochoalveolar lavage
250000
200000
150000 - | @ saline
MpcDNA3
100000 O pcDNA3-RTPBO
50000
[
b.

IS
=3

8

Activa Caspase 3 (calls per fleld)
- N
(-] -]

o !
Cantroe R¥PBO1

AR

Frequency %

0

10

G TTTIY

FL

Alveciar dlameter [mm)



WO 2006/023544

19/30

Figure 16
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Figure 17
a.
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Figure 18

RTP801 KO mice do not develop emphysema
following 6 months of cigarefte smoking
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Figure 19
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Figure 20
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Figure 21
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Figure 22
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Figure 23
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%

Augme nted decrease (%) of CNV volume by co-

treatment with anti-VEGF Abs and REDD14

@ VEGF-Ab 1ng + PBS

EVEGFAb1ng +
REDD14 0.05 ug

mVEGF Ab 1 ng +
REDD14 0.25 ug
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Figure 24
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Figure 25

Changes in gene expression (% of baseline} in
RPE and neural retina 5 days following laser-injury
induced CNV
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Figure 26
a)
MCP1 expresion levels in RPE/choroid foilowing
CNV induction by laser treatment
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REDD14 and REDD14NP reduce CNV volume

with equal efficiency
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