WO 2012/135246

1 cttgagccag

61
121
181
241
301
361
421
481
541
601
661
721
781
841
901
961

1021
1081
1141
1201
1261
1321
1381
1441
1501
1561
le21
1681
1741
1801
1861
1921
1981
2041
2101
2161
2221
2281
2341
2401
2461
2521
2581
2641
2701
2761
2821
2881
2941
3001
3061
3121
3181

cacttccctce
ttactcttcc
ggggacggag
tccaagagaa
ctcgtgectgg
atggtcagcc
cttacccgcece
aaggagctca
tttggggagg
cggctgatgce
gtcaacagct
gtgatcctgg
cgctacagct
tccagctgcece
tggacgctgg
aagaggctca
gcgtcggggg
ttcgtgcectct
aacaggctcg
caaacccact
tttgatgcct
acgatccaga
cccgtggtagg
cccggtgtgce
ctctgttctg
ggcctggatg
tgcatctcac
gagcagtgcc
tgcgtgaaga
gaggagcact
tcctceccgagg
gggggggccc
agcatggcect
tggcctggag
gacagccatg
gccgtgcecgcec
tggattacgg
gtggatgtgc
ccacgcatgc
ggtggtccge
tggggcctgg
atcagctgga
ctcctggact
ggtgggggag
tctgctccag
ctgaggaccc
tcctceccactg
ccgaggagtg
cagagagcag
tgctcccatce
gtaagccaaa
ctgggccctce
gctgcctgat

acccagtcca

ctctgtgagce
actccaaaag
gtgatggcga
aagcccgggyg

cttcggeggg
aggtgtactc
gggaatctag
tcaccagcac
gacccctcac
tgagccccga
cggctgccgt
aagccagtgt
acgtgggcca
tgtggcacct
cagagtgccg
tcacctcggt
ccatcatggc
ccgtgcagcec
actcccaggg
gctcctggca
atgcactgag
acaggaggct
ccacggccgyg
gggtgcacta
tgaatggact
agagaaactg
tgcccaaggt
aggaaggggt
agcccaaccce
gtgactgtgg
gtgagtggcc
tcatcgctga
ccacggtgcect
aggtgtcctt
actacgacgt
ccgtcectgect
gctggggcgce
agttgatccc
tgtgtgccgg
tggtgtgcaa
gctgtggcceg
tccagcaagt
cagagagccc
agagcaggcc
tgatggcagg
aggcccacac
ctgcctaatg
tctgaggtgce
attccagcectt
ggaggggacc

aggtggggaa
acagcccaga
caaaaaaaaa

FIG. 1

gctctggtgce
tgtctcggca
gatgcccgtg
ggaagcggag
ctacctccgce
ggtgctactc
aggcagtctg
tgccttececge
ccgcctggga
ctgcttcttce
ggtggtgcag
cccecctacagg
gaaagacata
gggccaggtc

gcagggcccce
ggaccgactg

gtacggctgce
ggtcgtctgg
ggtggtcttc
cgtcctcagce
cctcacggtg
gaggcagaag
gtgtggcttg
gatcaccatc
tggcttgtac
ctgtgtccct
cgtttgcaga
ctgtgatggg
gccatgtggg
gcagtgtgat
cctccagggce
atggcaggcc
ccgctgggtyg
gtggaccgtg
caaggtgagc
ggcgctgetg
gcccgecgcege
cttgcgcgag
acaggacctg
ctaccgcaag
ggcactcagt
gcctaactac
ggtgacctga
agggcaactg
ctgtggtggc
aggatggaga
ccagccecttce
caaggcagtg
gccccactcet
cggaagcccce
ctcagagccc
gtcctgactce
ccctcactgg
aaaaaaaaaa

1/10

ctgccctcectg
cccacttgca
gccgaggccce
ccggagggga
ctggtgcccce
tggtatttcc
cgtgtactca
agtgaaaccg
acttactaca
tggttcattc
gcactgctgg
gccgagtacg
gctgcattga
ctccggctga
aaggacctca
gccatgtatg
agccgccagg
aagaagggcc
caggcctgtg
accccgtact
ccctetetgg
tatgatttgc
cgcatcctgce
aacttcacct
aaccagtcgg
gcctgtgatg
gccacattcc
cagcctgatt
acattcacct
gggcggceccg
ccctceccecagece
agcctccagg
ataacagctg
ttcctgggca
cgcctgcectcece
cagctcgacc
tcccacttet
ggcggcccca
tgcagcgagg
ggcaagaagg
ggccgetggt
ttcggecgtcet
ggaactgccc
ccaagcaggg
aggaggtggc
agtgccagca
tgcctcccaa
gctcagcagc
gtacagaggc
tggtctaact
tggagactgc
cagggtcctt
gaggtgagct
aa

PCT/US2012/030786

gtgcgagctg
gtcactgccg
cccaggtggce
tgttcaaggc
tgtttgtgct
tagggtacaa
atcgccactt
ccaaagccca
actccagctc
tccaaatccc
tggaggagct
aagtggaccc
attccacgct
aggggcctga
tgctcaaact
acgtggccgg
agcccgtggt
tgcacagcta
aagtgaacct
tcceccagceta
actacggcectt
cgtgcaccca
agccctacgce
cccagatctc
acccctgcecce
gggtcaagga
agtgcaaaga
gtctcaacgg
tccagtgtga
actgcaggga
gcattgttgg
ttcggggtcg
cccactgcett
aggtgtggca
tgcacccgta
acccggtggt
tcgagcccgg
tcagcaacgc
tctatcgcta
atgcctgtca
tcctggeggg
acacccgcat
ccctgcaaag
ggacaagtat
atcttgtctc
gctgggggtc
ttctctcectee
aagaatgctg
tgtttgggca
tgggatctgg
caggtgggcce
gccccaccece
cagctgccct

acctgagatg
cctgatgttg
tggcgggcag
ctgtgaggac
gctggccctg
ggcggaggtg
ctcccaggat
gaagatgctc
cgtctattcc
cgagcaccgc
gctgtccaca
cgagggccta
gggttgttac
ccacctggcece
ccggctggag
gcccecctggag
ggaggttctg
ctacgacccc
gacgctggac
ctactcgccce
ggccctetgg
gggccagtgg
cgagaggatc
cctcaccggg
tggagagttc
ctgccccaac
ggacagcaca
cagcgacgaa
ggaccggage
cggctcggat
tggagctgtg
acacatctgt
ccaggaggac
gaactcgcgce
ccacgaagag
gcgctcggcec
cctgcactgce
tctgcagaaa
ccaggtgacg
gggtgactca
gctggtcagce
cacaggtgtg
cagggcccac
tctggcgagg
gtccctgatg
aagacgtccc
tccgtcecect
gttctacatc
gccttgcecte
gaatggaagg
tgctgccact
tgcctgceccac
ttggaataaa



WO 2012/135246

2/10
FIG. 2A SIRNA-1
{fe—e® @
0SFe g @ \,,._\
I nab
5 0.8 ’\\
$] 7 |
o v ® \\Q lCSU: 0-07“M
Y osl .
2 o
[Eu] - *,
@ o5 — g
& g4l =
= N
= RN
52k l \
) T N
01 [ ] ﬁ\\\“\w
] ol 1 1 I 1 ?—%_ﬁ
.0001 301 i
nivi siRNA
FIG. 2B -
sIRNA-2
Lo
12 e ® \“\S\Q
8
| g @ [ \\
A \\9 ICSD: 0;14“M
g B
i&\a
[+ 9 )
U] I
e I
2 oal A
e | N\
o |
= 02k | %\
= I r L
; e
] = | 1 | 1 | 1
0.6001 8.01 1

nM siRNA

PCT/US2012/030786



PCT/US2012/030786
3/10

WO 2012/135246

— | e
) iy -
— =iy

FIG. 3B



PCT/US2012/030786

WO 2012/135246

4/10

FIG. 4

{54} uoneanIES LLID)sURL L
= = < 0 0 O
(1=} [Tp]

........................... T\\\\\\\\\\\mw

______________________ TT\\\\\\\\\\\\\\\mm
R &m

- T\\\\\\\\\\ ............

,\\\_._,_,_._._,_._._._,._._._,_._._._,_._._._.M_H_H__,_.._,_,_._._,_._._._,_._._._,_._._ \\\\\\\\\\\\ K\\\\\\\\\\\\\ \\\\\\\\\\\\ :

(]
co_mmm,_axm dsz anne|ay

}

& Thsaturation %

N Hampl

NTMPRS5G



PCT/US2012/030786

WO 2012/135246

5/10

FIG. 5

(%) uoljelnies ulisjsueld |

i TL§ z
PP [r\\\\\\\\\\\\\\ 3
.............................. _|\\\\\\\\\\\\\\\\ 5
. x\\\\\\\\\\\\\\ \\\\\\\\\
.......................... i T\\\\\\\\\\\\\m :
T\\\\\\ \\\\\\_\\& 3

(a2

uiloe-g 03 uoissaldxa anne|al

= 5 37 5
o = & (] o
= L0 ] L
(] — —

& Theaturation (%)

NHampl

N TWPRS5G



PCT/US2012/030786

WO 2012/135246

6/10

FIG. 6B

FIG. 6A
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