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#2
WFIFS/ TrF | O T Tt ARRF]
B AT &S By 5°-3°
1 1 CGCTCGGGCTCCTGAAAACC
2 21 GGACGCAAAAGCGGCGCCCT
3 41 CGCCACGGTTGGCTCCTCCC
4 61 ACGCCTCCCCGOGCCGCCT G
5 %1 CGOGCAGAGTGAGACTCTGGOG
[ 103 GOCAGQGTOGOTTGCAGTCAGGC
7 121 TGCAGTCAGCCGAGATTGTG
b 141 TGAACCCTGGAGGCAGTGGT
9 161 GCTGAGGCAAGAGAATCGCT
10 1¥1 TAATCCCAGCTACTTGGGAG
11 201 GOGAACATGAACATCAATCUTG
12 221 TGAATCTTGTAGTAGTGTCA
13 241 TOTCAGTAGCATCAGGAGTA
14 261 TGACTGTOGOGAGAAGCCACGT
15 281 GTATAGCATCCCTGGTTTGO
16 301 GATGAGAGTAGGGAAGTCCA
17 321 AAGGTCAGGGGGCTGGAGCA
18 341 CAGGAAAGCTGGGCAACTAT
19 361 TGATGGGCAAAGTCAATTGC
20 381 GGATGCTAAATCCTGTGTAT
21 401 GAGOGCTCCGACATCTTCCCT
22 421 CAATTAGAAAATTAACATCT
23 441 TCGGACAGCGCCAACATTCT
24 461 TTGTTTTCCTGTCTCCAGGT
25 481 GAATCAGGAGAAAGGACTTT
26 501 TCAGTATTTTATTTTTTGGT
27 521 TCTCATCACAGTGATGGTAG
28 541 AGTTCCTGAGACTATAGGAA
29 561 CCTGGTTGTTTAAAGACTTC
30 581 TATTCTAGGGGCAGAGUGTC
31 601 AGGGACTTCTAGTATGTTCT
32 621 ATCCTCGTTGTCCTAGCAGA
33 641 GGTCCAGGTGGTCTCCCATG
34 661 GAGCACCACTCCTAGGAGAA
35 681 CCAAACACAGGACCGGCCAT
36 701 CAAAGGAGCAGGAAGGAATT
37 721 ATAAAAGGCTATTCGGCCAT
38 741 TGGGTGAGGTTGCAGAAACG
39 761 TGTTGAGGACCTGGGGGACC
40 771 CUCUCAGTGGTGTTGAGGAC
4] 781 CAGCAGGAGCCTCTCAGTGG
42 801 GTCCTGATATAGTTGAAGCT
43 821 GOAAGGATGAAGCAGTGACT
44 841 CTGCAGCTGTTCCAGAAAGG
45 861 TGGCTCCCGAGCTCCAGCAG
46 881 CAATAGTCAAGGGGGTATAC
47 901 GTTTCTGAAGGCCTCCTTGT
48 921 AAGATTCTAAGGTTGGGCAG
49 941 TCTTACTACTTCCCAGGTCC
50 061 ATCTGGATGCAAGAAGTATA
51 981 TGGAACAGTCCCTGAAAAGC
52 1001 ACAGTCTAAGTTCAAACAGA
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53 1021 ATCAGAGAGACCACAGAAAT
54 1041 TAACCATCTTTCAATACAGC
55 1061 AAGCCTTTAAATTTCTGAAA
56 1081 GOATAGATCCAAGCGAGTTA
57 1101 AGGCTACGAATCTGATTTIT
58 1121 CAAATGAAGGATGAAGUTAA
59 1141 CTTTAAGGAATTCAACTTCC
60 1161 TTGGAGGAAAAATCTATGGA
61 1181 CACATACAAGGAATATTTGG
62 1201 TAGUGGGCTCGAGCTCATOTT
63 1221 AAGGAGAGOGTTTTCCCTTG
64 1241 TATTAGCTGOGAGGCTAAAA
65 1261 TGAGACTCTGCTATACAAGC
66 1270 CCAGTCCACTGAGACTCUGC
67 1281 ATACATTTTCCCCAGTCCAC
68 1301 CCATGTTTCTGAATGGGTTC
69 1321 AACATCTAGTATCTCCAGCA
70 1341 ACTGTCCAGCCATTTCCAGA
71 1361 TAAAGTTTCCTGTGATGTCC
7z 1381 GCTTTTGCTGATGGCATTGC
73 1401 AGAATCAAAGAGAAGGCCTG
74 1421 CACCCATOGATGTOGGTGGGCA
75 1441 GTTATGGAAGCCAAACCCGG
76 1461 TTCTGGTCAGGATCTTTGAT
77 1481 TGGCCAGGCCAGCAAATGTG
78 1504 AUCCAGGTGTCTCACTGAAC
79 1521 ACAAACCCATGTGAAAGATC
80 1541 CTCOTGAGTTICAGGGAGAAG
81 1561 ATCCTTGAGTGTCTCAAAGA
82 1581 GCAAGGTICAGAACCTTCAA
83 1601 TCITATTTATCTTGTTGTAG
84 1621 GTAAAATGCTTCATCTGCAA
85 1641 ACTTGGAGGTTGTCAAGTCC
86 1661 GOTTATATGACAAATTGAGA
87 1681 ACTGTAAAGTTCCCCCAGAA
88 1701 GOTAGTCCATAGAAATTCGA
89 1721 AATCAATGTAGGCTACCTTA
90 1741 TGCAATGTGATTCTTTTGCA
91 1761 AATGTTTGGTCTTGAATTAT
92 1781 GTAATTTTTCCAGGAATTTG
93 1801 GTCTCOGAGATCCAAGGTCT
94 1821 TGAATGGTTGTAAGAGCATT
95 1841 CGGOGTATGCTTGGAATAAAA
96 1861 ATTGCCACTCAAGAAGATAT
97 1881 TTTGGCAAAGTCACTAGTTT
98 1501 GGTTCGCTGTAAGGTTGATC
99 1521 GTTTTCTGATAAGTGGATGA
100 1541 ATATCTAGATTTTCTAGCCT
101 1961 CCCGTAGGAGAAAGTAGAGA
102 1981 GAGAATCTGGAGATGAGGTA
103 2001 AAGCGATTTTGATTTAAAAT
104 2021 GATCTCCACTACAGGAGGAG
105 2041 GOGCGATTCTCTGAAGGGGTTT
106 2061 AGGAAAAGCTGTTCTAAGCT
107 2081 GTTGCAACATATTTTCTCCA
108 2101 GAGCTCAGTTTCCCAGGCAA
109 2121 CCCTCAAAAACATCCCAACA
110 2141 GAACTTGAAGATGAGAAAGT
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111 2161 ATAGTTATGATTCAAATACA
112 2181 CCTGGTGGAAGGUAATTAAG
113 2201 CAGTCAGATGGCTAAATACT
114 2221 GAGGCTTAGTCCCCTTAATG
115 2241 ACTGTCAGCCTGTTGGAGTT
116 2261 GTAAATCATTGTGAGAAAGA
117 2281 CAGGATCTCTAAATTAGCAG
118 2300 GCUGGTTCCTGGATATGUCC
119 2321 CATCAGGATTAGGAGCTAGG
120 2341 GACACTAAGTGATACAAATA
121 2361 TTGTTATGAGTTATATCCAA
122 2381 GTTCACATTCACAAATGAAC
123 2401 CCAATTGATAAAAGTGCTAA
124 2421 GTGACATTGGTGTGATTAAG
125 2441 CTOUCAGGAGGCCCAGCTATA
126 2461 AGGGTACACACAATATATGT
127 2481 GAAACCCCAGAGAACGAGTC
128 2501 CCOTGUGAAAGAGAGAAGAGG
129 2521 TTCCTCTTCATCACAACCTT
130 2541 AACTTTAGGGACTTTAAGAC
131 2561 TGCATACAATGAAAAGGGAG
132 2581 GAACAGAGTCAGAGTGACAG
133 2601 ACTGTGAGGATGGTCATGAG
134 2621 AGAAGCCCCGGAACTTTIGTG
135 2641 TOGTCTTATAACAGATAAAAC
136 2661 TTGAACACCAGTCTCTGGGC
137 2681 CTOGTGCCCTGGGGATGGTCC
158 2701 ATATTTGTACATATCAGGTT
139 2721 CTGAAGCACAAATAGGCATC
149 2734 GAAGTCTTTGCTGCTGAAGC
141 2761 TTTGAGCAAAGCATTCTGCA
142 2781 CTGTATTGAGTGTCCAGGTG
143 2801 GOTTGAATCTGTTTTGGTCA
144 2821 GTCTCTTTCTTCAAAGCACA
145 2841 CGOTTTTCTCCTGGGACAAA
146 2861 CATCCTGGATATTGGCAATG
147 2881 CTTTCTACTGTTCCAGATGG
148 2901 CTGCTCACAAGACAAACGAT
149 2915 CUCUAAGGAAGTGTCTGCUC
150 2541 ACTGAAGGCTTCAAGGCACC
151 2961 AAGCACCTGCCCTGGGCATA
152 2981 GAGCACTGTTAAGGTCAGAT
153 3001 CCCAACCACCACCATGATGA
154 3021 AACTGGTACTGGGACAAGGA
155 3041 TGATGGATTGATGTTTCATC
156 3061 CTGTTTCTGTACAAAGCCTC
157 3081 TCAGGCCACCTCAAATACTG
158 3101 AGCCAACATCCTGGAGATCC
159 3121 AGAGAGTTTATGAAGAAACC
160 314l TCTTTCTTTAGTATCTGTT
161 3161 TGTICTTTCTTCTTTTCTTTT
162 3181 AGTTTGCAACGGAATGTTAT
163 3201 GATTAGGAGATGGTTGCTAC
164 3221 AAGTTGGAAATTGCTCCTTT
165 3241 AGTTATTTGTGGCTTGAGAT
166 j26l GGTGCAAATACAAAGTGAAG
167 3281 GGACCCCAAAATGATAACTT
168 3301 AAAAAAAAAACCTCCAGAGA
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169 3321 GTTTTCATAGTAGCAAAAAG

170 3341 AAAATTGAGAGATTTATGTT

171 3361 CAGAACATGGTGTTGATACG

172 3381 CCATTTGGAGGTTAGTGAGA

173 3401 TITTCTAGATCTATTATTTT
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K3 3241 ATCTCAAGCC ACAAATAACT CTTCACTTTG TATTTGCACC AAGTTATCAT TTTGGGGTCC
3301 TCTCTGGAGG TTTTTTTTTT CTTTTTGCTA CTATGAAAAC AACATAAATC TCTCAATTTT
3361 CGTAT! A CCATGTTCTG TCTCACTAAC CTCCAAATGG ARRATAATAG ATCTAGARAA
3421 TTGCRACTGC C

ESIH:T 174: 3431 i3k
ERTolli#32% 4k 5 (TLRS) @ mRNA (5°-3”) (Genbank Accession No. NM 003268;

VERSION NM 003268.4 Gl: 124248535) B3 (i)
1 GGTTTTCAGG AGCCCGAGCG AGGGCGCCGC TTTTGCGTCC GGGAGGAGCC AACCGTGGCG
€1 CRGGCGGCGC GGGGRGGCGT CCCAGAGTCT CACTCTGCCG CCCAGGCTGG ACTGCAGTGA

121 CACAARTCTCG GCTGARCTGCA ACCACTGCCT CCAGGGTTCA AGCGATTCTIC TTGCCTCAGC
181 CTCCCRAGTA GCTGGGATTA CAGATTGATG TTCATGTTCC TGACACTACT ACAAGATTCA
241 TACTCCTGAT GCTACTGACA ACGTGGCTTC TCCACAGTCA CCAAACCAGG GATGCTATAC
301 TGGACTTCCC TACTCTCATC TGCTCCAGCC CCCTGACCTT ATAGTTGCCC AGCTTTCCTG
361  GCARTTGACT TTGCCCATCA ATACACAGGA TTTAGCATCC AGGGAAGATG TCGGAGCCTC
421 AGATGTTAAT TTTCTAATTG AGAATGTTGG CGCTGTCCGA ACCTGGAGAC AGGAAARACAA
481 ARAGTCCTTT CTCCTGATTC ACCAAAAAAT AAAATACTGA CTACCATCAC TGTGATGAGA
541 TTCCTATAGT CTCRGGAACT GAAGTCTTTA AACAACCAGG GACCCTCTGC CCCTAGAATA
601 AGAACATACT AGAAGTCCCT TCTGCTAGGA CAACGAGGAT CATGGGAGAC CACCTGGAC
661 TTCTCCTAGG RGTGGTGCTC ATGGCCGGTC CTGTGTTTGG AATTCCTTCC TGCTCCTTIG
721 ATGGCCGAAT AGCCTTTTAT CGTTTCTGCA ACCTCACCCA GGTCCCCCAG GTCCTCAACA
781  CCACTGAGAG GCTCCTGCTG AGCTTCAACT ATATCA( AGTCACTGCT TCATCCTTCC
841 CCTTTCTGGA ACAGCTGCAG CTGCTGGAGC TCGGGA! GTATACCCCC TTGACTATTG
901 ACAAGGAGGC CTTCAGAAAC CTGCCCAACC TTAGAATCTT GGACCTGGGA AGTAGTAAGA
961 TATACTTICTT GCATCCAGAT GCTTTTCAGG GACTGTTCCA TCTGITTGAA CTTAGACTGT
1021 ATTTCTGTGG TCTCTCTGAT GCTGTATTGA AAGATGGTTA TTTCAGAAAT TTAAAGGCTT
1081 TARCTCGCTT GGATCTATCC AAAAATCAGA TTCGTAGCCT TTACCTTICAT CCTTCATITG
1141 GGAAGTTGAA TTCCTTAAAG TCCATAGATT TTTCCTCCAA CCAAATATIC CTTGTATGTG
1201 AACATGAGCT CGRGCCCCTA CAAGGGAAAA CGCTCTCCTT TTTTAGCCTC GCAGCTAATA
1261 GCTTGTATAG CAGAGTCTCA GTGGACTGGG GAAAATGTAT GAACCCATTIC AGAAACATGG
1321 TGCTGGAGAT ACTAGATGTT TCTGGAAATG GCTGGACAGT GGACATCACA GGAAACTTTA

1381 GCAATGCCAT CAGCARARAGC CAGGCCTTCT CTTTGATTCT TGCCCACCAC ATCATGGGTG
1441 CCGGGTTTGG CTTCCATAAC ATCAAAGATC CTGACCAGAA CACATTTGCT GGCCTGGCCA

1501 GRAGTTCAGT GAGACACCTG GATCTTTCAC ATGGGTTTGT CTTCTCCCTG AACTCACGAG
1561 TCTTTGAGAC ACTCARAGGAT TTGAAGGTTC TGAACCTTGC CTACAACARG ATARATAAGA
1621 TTGCAGATGA AGCATTTTAC GGACTTGACA ACCTCCAAGT TCT TTTG TCATATARCC
1681 TTCTGGGGGA ACTTTACAGT TCGAATTTCT ATGGACTACC TAAGGTAGCC TACATIGATT
1741 TGCARRAGAA TCACATTGCA ATAATTCAAG ACCAAACATT CARATTCCTG GAAAAATTAC
1801 AGACCTTIGGA TCTCCGAGAC AATGCTCTTA CAACCATTCA TTTTATTCCA AGCATACCCG
1861 ATATCTTCTT GAGTGGCRAT AAACTAGTGA CTTTGCCAAR GATCAACCTT ACAGCGAACC
1921 TCATCCAC! ATCAGAARAC AGGCTAGRAA ATCTAGATAT CTCCTACGGG
1981 TACCTICATCT CCAGATTCTC ATTTTARATC ARAATCGCTT CTCCTCCTGT AGTGGAGATC
2041 AAACCCCTTC AGRGAATCCC AGCTTAGAAC AGCTTT TGGAGARRAT ATGTTGCAAC
2101 TTGCCTGGGA AACTGAGCTC TGTTGGGATG TTTTTGAGGG ACTTTCTCAT CTITCAAGTTC
2161 TGTATTTGAA TCATAACTAT CTTAATTCCC TTCCACCAGG AGTATTTAGC CATCTGAC
2221 CATTAAGGGG ACTAAGCCTC AACTCCAACA GGCTGACAGT TCTTTCTCAC AATGATTTAC
2281 CTGCTARATTT AGAGATCCTG GACATATCCA GGAACCAGCT CCTAGCTCCT AATCCTGATG
2341 TATTTGTATC ACTTAGTGTC TTGGATATAA CTCATAACAA GTTCATTIGT GAATGTGAAC
2401 TTAGCACTTT TATCARATTGG CTTAATCACA CCRATGTCAC TATAGCTGGG CCTCCTGCAG
2461 ACATATATTG TGTGTACCCT GACTCGTTCT CTGGGGTTTC CCTCTTCTCT CTTTCCACGG
2521 AAGGTTGTGA TGAAGAGGAA GTCTTAAARGT CCCTAAAGTT CTCCCTTTTC ATTGTATGCA
2581 CTGTCACTCT GACTCTGTTC CTCATGACCA TCCTCACAGT CAC GTTC CGGGGCTTICT
2641 GITTTATCTG TTATAAGACA GCCCAGAGAC TG CAA GGACCATCCC CAGGGCACAG
2701 ARCCTGATAT GTACAAATAT GATGCCTATT TGTGCTTCAG CAGCARAGAC TTCACATGG
2761 TGCAGAATGC TTTGCTCAAA CACCTGGACA CTCAATACAG TGACCAAAAC AGATTCAA
2821 TGTGCTTTGA AGAARGAGAC TTTGTCCCAG GAGAAAACCG CATTGCCAAT ATCCAGGATG
2881 CCATCTGGAR CAGTAGAAAG ATCGTTTGTC TTGTGAGCAG ACACTTCCTT AGAGATGGCT
2941 GGTGCCTTGA AGCCTTCAGT TATGCCCAGG GCAGGTGCTT ATCTGACCTT CAGTGCTC
3001 TCATCATGGT GGTGGTTGGG TCCTTGTCCC AGTACCAGTT GATGAARCAT ATCCATCA
3061 GAGGCTTTGT ACAGAAACAG CAGTATTTGA GGTGGCCIGA GATGTTGGCT
3121 GGTTTCTTCA TAAACTCTCT CAACAGATAC T, G AAGAAAGACA
3181 ATAACATTCC GTTGCAAACT GTAGCAACCA TCTCCTAATC ARARGGAGCAR TTTCCARCTT
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combined with one or more other such documents, such combination
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document member of the same patent family
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Date of mailing of the international search report
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Box No. 1 Nucleotide and/or amine acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the intetnational search was
carried out on the basis of a sequence listing filed or furnished:

a. {means}

on paper

v .
M in electronic form

b.  (time)}
N
M in the international application as filed
together with the international application in electronic form
E subsequently to this Authority for the purposes of search
2, D In addition, in the case that more than one version or copy of & sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that in the application as filed or does
not go beyond the application as filed, as appropriate, were furnished.
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GenCore ver 8.3 SEQ ID NOs: §, 40, 66, 78, 118, 140, 149, 174

Form PCT/ISA/21Q (continuation of first sheet (1)) Quly 2005)



(30) JP 2012-508013 A 2012.4.5

INTERNATIONAL SEARCH REPORT Intemational application No,
PCT/US 08/63258
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This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasens:

1. D Claims Nos.:

because they relate to subject matter not required to be scarched by this Authority, namely:

2, D Claims Nos.:
because they relate to parts of the intemational application that do not comply with the prescribed requirements to such an
extent that no meaningful intemational search can be carried out, specifically;

3. D Claims Nos.:
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
This application centains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concepl under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group I claims 1-18, direcied to an antisense oligonucieotide 20 to 50 nucleotides in length, complementary to TLRS mRNA (SEG ID
NO: 174), wherein the antisense oligonuclectide has a sequence comprising SEQ ID NO: 6, 40, 66, 78, 118, 140 or 149;

Group I claims 19 and 20, directad to a method for inhibiting TLRS expression and activity in a mammal, comprising administering an
anfisenss oligonucloctide complementary to TLRS mRNA, and an artagonist of TLRS protein,

- Please see exira sheet for continuation -

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2 D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3 D As only some of the required sdditional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nes.:

4, & No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it i3 covered by claims Nos.:
1-18, limited 1o SEQ} 1D NO: §, 40, 66, 78, 118, 140 or 149;

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:] No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 {continuation of first sheet (2)) (July 2009)
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Continuation of Box 1lI: Unity of Invention

The invenllons listed as Groups | and |l do not relate to & single general inventive concept under PCT Rule 12.1 because, under PCT
Rule 13.2, they lack the $ame or corresponding special technical features for the following reasons:

The special wchnical feature of the claims of Group | is an antisense ollgonuclectide 20 te 50 nucleotides in length, complementary o
TLRS mANA, wherain the antisense cligonuciectide has a sequence comprising SEQ ID NO: 6, 40, 66, 78, 118, 140 or 149, The spacial
technical feature of the Group Il claims is a method for inhibiting TLRS expression and acivity In a mammal, comprising administering
an antisanse oligonuciectide complementary to TLR5 mRNA, and an antagonist of TLRS protein.

The only common technical slemant shared by the above groups Is that thoy are relaled to antisense oliginuclectides thal are
complemantary 1o and inhibit exprogsion of TLRS mRNA. This commen lechnical element does not represent an improvement over the
prior an of US 2004/0166519 A1 to Cargill et al. (see abstract, para [0245], Table 7, and SEQ ID NO: 3677 in comparison to Applicants'
SEQ 1D NO: 40}. Thersfore, the Inventions of Groups | and ! lack unity of invention under PCT Rula 13 becausa thay do not share a
same or corresponding special technical feature.

Form PCT/15A/210 {extra sheet) (huly 2009)
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