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1 N _1]|A 0 0 0 RA|TTTTGCGTAAGCC
0 6 8 8 640. |2 AAACACCTACCCA
722 2 AAAATGATTCC
1 I LM|m R N|NM_|SFT|GGCCAGTTTTATG
1 N _ 3 |A 1 9 9 |2D2 AAGCTTTGGAAGG
1 3 0 7 344. CACTATGGACAGA
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1 I L M|m R NM_ |GTF|CCACAGACACCCT

2 N _1]|A 0 0 1]|3C?2 ACCGATAGAACAG

2 7 4 6 5 2 TGGCTCAGATCTT
4 57 2 ACTTGCTCCTG

1 I L M|m R NM_|I P 6

2 N _ 1A 0 0 1 |K?2 TACGAGACCCTCC

3 6 8 3 0 0 5 CTGCTGAGATGCG
328 910 CAAATTCACTCCC

1 CAGTACAAAGG

1 I L M|m R NM_|NAT|GTGCTGTTCCACT

2 N _ 1A 0 2 4|10 CTTGGCTCCAGCA

4 7 0 5 6 6 2 GACCCACTGTCCC
59 4 1 AGAAAAGCCTG

1 I L M|m R NM_|I FI|CCCAGCTGAACCC

2 N _1]A 0 3 2|2 7 L|GAGGCTAAAGAAG

5 7 4 0 036 2 ATGAGGCAAGAGA
319 2 AAATGTACCCC

1 I L M|m R NM_|EI F|CAGCAGATCAGTG

2 N _1]|A 0 1 4 |4A3 GGATGAGGGAGAC

6 6 6 7 740 TGTTCACCTGCTG
043 2 TGTACTCCTGT

1 I L M|m R NM_|ARH|CGTGGGATCTGCA

2 N _1]|A 01 5|GEF|CACGTCTTTGTCA

7 6 6 4 318 18 GTTGTGGTCATGA
016 2 TCTTAGTCACC

1 I L M|m R NM_|SFM

2 N _ 2 |A 0 01 |BT1 GGAGTGTGGCAGA

8 3 9 1 0 0 5 CGTTGTGCGGTTC
750 15 8 ATCAGATCCACTG

1 ACTGTGCTCCA

1 I L M|m R NM_|[C11|TCTGCTGGACTGA

2 N _1]A 1 7 3|lor {|TGTCTTCTGCAGG

9 8 0 3 580 4 4 TTGCAGATCCTGA
015 1 CCATGGGCTGC

1 I L M|m R NM_|DYN|CGTCAGTGCCTTC

3 N _1]A 0 0 6 |LT1 GGACTGTCTATTT

0 6 7 8 5109 GACCTGCAGTCCA
766 1 GCCTATGGCCT

1 I L M|m R AWO|AWUO|ACTTGTCCACGGT

3 N _1]|A 2 6 0]2 6 0|]CCTCTCGGTGATCC

1 9 0 8 6 4 6 4 CTGTTGGGCAGGG
1 C
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1 I LM|m RN|NM__|CA S|CGCCTACCGACAT
3 N _1]|A 0 1 2 |P14 GATCAGAAAGGCT
2 7 3 9 114 CATGCTTTATCCA
513 1 GACCCTGGTGG
1 I LM|m R N|NM_ |C K L
3 N _ 1A 0 0 1 |F ACATCGCCCCTTC
3 7 1 2 0 4 0 TGCTTCAGTGTG A
3809 138 AAGGCCACGTGAA
1 GATGCTGCGGC
1 I LM|m RN|NM_ |MARI|CCTGAGCCAGAAG
3 N _ 1A 0 2 3|CK S S|TGGGGTGCTTATA
4 7 1 4 009 L1 CTCCCAAACCTTG
4 33 4 AGTGTCCAGCC
1 I LM|m RN|XM_|L OC|AAATTGAACACAA
3 N _1]A 9 4 216 4 7T|ATGTGGTGGAGATC
5 7 0 7 96 8 4 47 GGGACAGGGCAGG
954 1 TGGAAATTCAC
1 I LM|m RN|NM_ |TCTF|GGCAGAGAAGGAG
3 N _ 2 |A 2 0 1|7 GCCAAGAAGCCAA
6 3 6 7 6 3 2. CCATCAAGAAGCC
141 1 CCTCAATGCCT
1 I LM|m RN|NM_ |TME
3 N _ 3 |A 0 01 |M1 4|CCCAGGCTGGTCT
7 2 3 6 1 2 3 |E TACAGCCTCAGGC
4 6 8 22 8 AATCCTCTGGTCT
1 TGACGTCCCAA
1 I LM|m R N|XM __|L OC
3 N _ 3|A 0 011 00| AGGCCGAGTGGTT
8 2 0 9 7 2 6|1 31 |TGAGGACGATGTZC
8 3 2 50 4 801 ATACAGCGCAAGA
1 GGGAGCTGTGG
1 I LM m R N|NM_|S 1 0|TAACTTCCAGGAG
3 N _1]A 0 0 2 |0AS8 TTCCTCATTCTGG
9 7 2 9 96 4 TGATAAAGATGGG
801 3 CGTGGCAGCCC
1 I LM|m R N|NM_|MEO|CTTCCTGATTGAC
4 N _1]|A 0 0 5 |X2 AACAGTGTTAGAC
0 7 7 7 92 4. AAGGTGCAAAGCG
26 3 4 AAACTGGTTGC
1 I LM|m R N|NM_|SF 3|AGTGCTCCTGTTG
4 N _1]|A 0 01 |A1 CAGGACTGCTGGG
1 6 9 7 0 0 5 AAAACAGGTGGTG




(28) JP 2018-524972 A 2018.9.6

ooooooao

#F 1
JIE ID & 5 %= AN & |5 2= 5 B 5
A =2
KM
10
[
#
%
5
286 4009 TGGGACTTAAG
1
1 I LM|m RN|NM__|MAG|CAGCCAGTGCCAA
4 N _1]|A 0 01 |ED1 CTTCGCTGCCAAC
2 7 7 5 0 0 5 TTTGGTGCCATTG
52 2 332 GTTTCTTCTGG
1
1 I LM|m RN|NM_ |TRTI|GAAGTTGTCACCT
4 N _1]|A 0 0 5 |M2 8 CCCTACAGCTCCC
3 7 3 6 76 2 CACAGGAGTTTGC
575 2 CCAGGATGTGG
1 I LM|m R N|NM_ |DD X|ACAGCTTTGCTAC
4 N _ 1A 0 1 6 |47 TGCGAAATCTTGG
4 7 4 7 355 CTTCACTGCCATC
162 3 CCCCTCCATGG
1 I LM m R N|XM_|LOC|CCCCACCCCCGCG
4 N _1]A 9 3 7|6 4 8| TTCCGACCGCTGA
5 8 1 1 6 8 4 615 AGCTCCAAATTCA
346 1 GGCCTTAAATA
0o0o0o0oo0n
000000D0DD0DDDDDDDODDODDODDODODODOODODODODDODODODODODODODODODOOOD
00000000 D0DD0DD0DDDDODDODDODDODODODODODDODODODDODDODODODODODODOD
0000000000000 DOD0DODODODODODODODODODODODDODDDDDDDDODDOOD
000000 DD0DDDDDDODDODDODDODOODOODODDDDODDDODDDDODOODOOD
000000DD0DD0DD0DD0DDDODDODDODDODDODDODOODDODODODODODDODODODODODODOOD
0000000000000 DODODODODODODODDODODODODODODODODDDDODODDODODOD
0000D0D0DD0DDDDDDDDDODDODDDDODODDDDDDODDDDDDDODDOD
000000D0DD0DD0DD0DDDODDDODDODODODODODODODOODODODODODODODODODODODODODODOOD
00000000 D0DD0DD0DDOD0DDODODDODODODODODODODODODODODODODODODDODODODODODODOOD
000D0D0DD0DD0DD0DDDDDDODDODDDDODDDODODDDDDDDDDDDDDODODO0D
000000D0DD0DDDDDDDODDODDODDODODODOODODODODDODODODODODODODODODOOOD
000000000 D0DD0DD0DDDODDODDODDODDODDODODDODODDODODODODODODODODODODODOOOO
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1/ |OA_|miR|h s al|l et | AGAGGUAGUAGGUUG
14100 2 |NA — 1 e |—74d CAUAGUU
6 28 3 t —
d
2/ A_|miR|h s a|miR|CAAAGAAUUCUCCUU
14100 2 |NA — m i |— 18 |[UUGGGCU
7 285 R — 1|6
8 6
3/ |1 LM|mRN|NM_ |[DNA|CATTTCTGTAAGGCA
14 |N_ 1A 0 0 6 |J]B1 ATCTTGGCACACGTG
8 7 7 5 145 GGGCTTACCAGTGGZC
304 1 CCAGG
4,/ |1 LM mRN|NM_ |TP5|CCTGTGCCTTGCCAG
14 |N_ 1A 0 05|3BP|TGGGATTCCTTGTGT
9 6 6 4 657. |1 GTCTCATGTCTGGGT
440 1 CCATG
5/ |1 LM| mRN|NM_ |GST|GAAGCATACCCAGGG
15 |N_11]A 0 0 4|01 AAGAAGCTGTTGCCG
0 8 0 8 8 3 2 GATGACCCCTATGAG
196 1 AAAGC
6/ |0A _|miR|h s a|miR|UAAAGUGCUGACAGU
15000 |NA — m i |—10|GCAGAU
1 4 42 R — 1 |60b
06b
7/ |1 LM|mRN|NM __|HER|CGACACTGACTACTG
15 |N_ 1A 0 0 3 |C1 ACCGTGCGGGTGCTC
2 7 8 6 92 2 TCACCCTCCCTTCTC
211 3 TCCCT
8/ |1 LM|mRN|XM __|LOC|TCTGTGCCCTTTATC
15 |N_ 1A 9 4 216 52 | CGCACTTCCCAGCTZC
3 7 7 3 150. | 615 ACAGCACTGACAACC
797 1 GGTGA
9,/ |1 LM|mRN|NM _ |EI1 F|GCACCCAGCGGAATG
15 |N_ 2 |A 0 2 2 |4H TGCTTAGTATTTGGT
4 3 0 4 170. CACCAGCCGTCATCC
6 2 4 1 TGGGC
10| I LM mRN|NM_ |HNR|CAGAAGAGGGAGACC
/1 |N_ 3 |A 0 31 |NPK |[TGGAGACCGTTACGA
55 |17 9 26 3 CGGCATGGTTGGTTT
371 2 CAGTG
11 |I LM mRN|NM_ |MLL|GCATCTCCAGTGCCT
/1 |N _ 1A 0 1 8|5 GGACAGATTCCAATT
56 |7 8 3 6 8 2 CACAGAGCACAGGTG
6 06 3 CCACC
12| I LM mRN|NM__|[GST|GACTGGCAAGGTTTC
/1 |N_ 2 |A 0 0 4|01 CTAGAGCTCTACTTA
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5 7 2 2 7 8 3 2. CAGAACAGCCCTGAG
57 3 1 GCCTG
1 3 OA_ |miR h s a mi R|UAAGGUGCAUCUAGU
/1 0 0 2 N A — m i — 1 8 GCAGAUAG
58 |42 2 R — 1 | a
8 a
1 4 I LM mRN | NM_ |CRE TCAACGCCAGGAATC
/1 N _ 2 A 1 3 4 B 1 ATGAAGAGACTTCTS®G
59 3 8 2 4 4 2. CTTTTCAACCCCCAC
7 5 8 2 cCcTCC
15 I LM mRN| NM__ INDU|GCTCAAGGCTGGCAA
1 N __ 2 A 0O 2 1 FV 2 AATCCCAAAACCAGG
6 0O 0O 8 6 07 4. GCCAAGGAGTGGACG
4 17 1 CTTCT
1 6 I LM mRN | NM_ |(CAB GGCTGGAGCTGGGAG
1 N __ 1 A O 2 O C1 AGGTGCTGAGCTAAC
6 1 7 3 1 247 AGTGCCAACAAGTGC
06 4 4 TCCTT
1 7 I LM mRN|NM_ |SIN|CCTTGCTGCCTACCC
/1 N __ 1 A 0 5 3 A TTTTCTCTCCTCTGG
6 2 8 0 5 4 7 7 TTCTCAACCTCAACG
9 96 1 AGTTC
1 8 I LM mRN|X R _ _|LOC|GGCAGTACAGGGCAC
/1 N __ 3 A 0O 4 O 7 29 CATCACTGACCTTCC
6 3 2 2 2 870 8 5 2 CGACCACTTACTCTC
4 2 5 1 CTATG
19 I LM mRN|NM__|MBD| GGATGGCCTGGAACC
/1 N __ 2 A 0O 1 5 1 CATGTCAGTCTCTCA
6 4 3 b 2 8 4 4 CCACCTCCAGCTTCG
580 1 ATGAT
2 0 I LM mRN | NM_ |KLF TTGCTTGTGTGCATG
/1 N _ 1 A 0O 1 5 1 3 TGTTGGGTGCATGCT
6 5 6 7 9 9 9 5 TCCGGGTCTCAGCTA®G
92 9 2 CCCCA
21 OA_ |miR h s a mi R|UGAGCGCCUCGACGA
1 0 0 2 N A — m i — 3 3 CAGAGCCG
6 6 1 8 4 R — 3 9 — 3
3 9 — p
3 p
2 2 I LM mRN|NM_ |PCD|GGGCCTTATTTCCAC
/1 N __ 1 A 0O 1 8 H G B TTTGTAATTCCAGCG
6 7 8 1 1 92 5 5 AGTCGACTTCCCATC
103 2 CTGAG
2 3 I LM mRN|X M __|LOC|ACTTAAAAAATACTT
/1 N 1 A 9 4 2 6 5 2 CGTTTATCACATCTZC
6 8 7T 7 2 05 3. 55 4 AGGAACTAAACTGGG
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147 2 TTAAG
24 |1 LM |mR NM_|RCS|TGCAAGGGACAGGGG
/1 |N _ 1 |A 0 5 2 |D1 GCCTGACTACCCAGT
69 |7 49 8 6 CTTTGACTTGTATCC
006 2 TCTCC
25 |1 LM|mR NM_ [STO|TCACTTGGGAGGGATC
/1 |N _ 1 |A 0 0 4 |M GCATAGAAGGAGCTC
70 |7 6 6 09 TAGGAACACAGTGCC
6 57 4 AGTGC
26 |1 LM |mR NM_|RBM|GTGCCTCAGGTTAAT
/1 |N _ 1 |A 01 4|16 GGTGAAAATACAGAG
71 |6 8 1 89 AGACATGCTCAGCCA
6 75 3 CCACC
27 |1 LM |mR NM_|[SET|GACCTGACTCCACTC
/1 |N _ 1 |A 0 1 4 |D2 TTAAACCTGGGTCTT
72 |7 6 9 15 CTCCTTGGCGGTGCT
473 4 GTCAG
28 | I LM |mR NM_|ATP|TCTGATCTTCCTGCG
/1 |N_ 3 |A 0 0 1 |5E GCTGAACCGCCCGGC
7312 6 1 0 0 1 TGAGCCGACATTGCC
197 97 GGCGT
1
29 |1 LM|mR NM_|PIK|TGAGGCTCTGGTGCT
/1 |N_ 1 |A 0 1 4 |3R5 CAGGGGGATGGCTTG
74 |6 8 1 30 8 GGCCTTTTCTCTCAA
067 2 CCTTG
30| 1 LM |mR NM_ |CHE|ATCCAGAGCATGGAG
/1 |N _ 1 |A 0 0 6 |RP CCCGACCCCAGCCAG
75 |7 9 8 38 CGCCTTCCACTCCAT
083 5 CATTT
31 |1 LM |mR NM_ |[TCF|GAGGGACTGTCGCTG
/1 |N _ 2 | A 1 8 1|20 TGATCAGAGTGGGTT
76 |36 8 49 AAGCTGACCAGGAAC
068 1 ACCCA
32| I LM |mR NM_|DNA|CCGAGGGACGGGGTC
/1 |N_ 2 |A 0O 0 5|JIBGES6 GTTTTTCTCTGCGTT
77 14 0 2 4 9 4 CAGTGGATTTCCGTC
416 2 TTTTG
33 |1 LM |mR NM_|MBD|AGGATGGCCTGGAAC
/1 |N_ 1 |A 0 1 5 |1 CCATGTCAGTCTCTC
78 |6 8 3 8 4 ACCACCTCCAGCTTC
595 2 GATGA
34 |OA_ |mi h s a|l et | UGAGGUAGUAGGUUG
/1|10 00 |NA — 1 e |—7a UAUAGUU
79 |377 t — 7
a
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35| I LM|mRN|NM_ |[SON |[GCTAAGGCTGGTGTZC

/1 |N _ 1A 1 3 8 CCTTTACCACCAAAC

80 |7 0 3 927 CTAAAGCCTGCACCT
4 2 7 1 CCACC

36| I LM|mRN|NM _|SEC|CTCTCCTGCTGGGATZC

/1 |N _ 1 |A 1 9 8|24C |ACCGCTTGGGCTTTG

81 |6 7 6 597 GTATTGACTGAGTGG
6 00 1 CTGAC

37| T LM|mRN|NM _ |PHF |GTGCTCTGTACCAGT

/1 |N_ 1A 0 1 5|3 GCTCATCATCCCTTC

82 |7 9 8 153 TTCATACCAACGGTC
164 1 CCTAG

38| I LM|mRN|NM __|ATP|CTTGGCCCGAGCCCZC

/1 |N _ 2 |A 0 0 1|517]2 TCCGTGAGGAACACA

83|30 7 0 0 3 ATCTCAATCGTTGCT
8 8 3 714 GAATC

1

39 | I LM| mRN|NM_ |RNF|CCTGCTCCACTGGCZC

/1 |N_ 1A 2 0 7 ]214 CAAATCAGTACCCCA

84 |8 00 343 ATGTTCTTGCCTTCT
420 2 GCCCA

40| I LM/ mRN|NM_ |PLA|TAAGGCCCTGCACTG

/1 |N _ 1A 0 1 6 |CS8 AAAATGCAAGCTCAG

85 |6 5 3 6109 GCGCCGGTGGTCGTT
026 1 GTGAC

41 |1 LM/ mRN|NM__|UNC|CCAGTGTCACTATGA

/1 |N_ 3 |A 0 01119 | TGTCAGTGAGGTCTG

86 |2 4 5 0 8 0 |B GGGATGAGGACAGTG
351 533 TGTCC

1

42 |1 LM/ mRN|NM_ |[INUP|CACTGATTTGACATA

/1 |N_ 1A 0 0 5|153 GTCTGGCTGTACCCA

87 |7 05 124 GGAATGGAGCCTGCA
90 7 2 CGGTG

43|11 LM|mRN|NM_ |TPR |[GTCAGATCTCCCCTC

/1 |N_ 1A 0 0 3 CACCAGCCAGGATCC

88 |7 30 29 2 TCCTTCTAGCTCATC
9 99 2 TGTAG

44 |1 LM|mRN|XR_|LOC|ATCGAGTCCTACAAT

/1 |N _ 3 |A 01 6|9 27|GCTACCCTCTCCGTC

89 |30 4 140. |55 CATCAGTTGGTAGAG
8 9 8 2 AACAC

45 |1 LM/ mRN|NM__|RHA|GCTGGAACCTGAAGT

/1 |N _ 1 |A 0 0 0 |G CTAAACACCATTCCT

90 |8 1 1 324 GCTCTCCAGCTTCCT
410 1 TTCCC
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46 |1 LM|mRN|NM_ |STK|CTGCAGCTGGGAGCC

/1 |N_ 2 |A 0O 0 71|38 TGCTTTCTGCCAGTC

91|15 2 271 TTGAGGTTCTGAAGA
581 2 TCAGC

47 |1 LM/ mRN|NM_|LRR|CTGTACAGTCATGTG

/1 |N _ 1 |A 0 2 0|C4a7 CCACGTAACAGCGTC

92 |6 6 8 710 TGGGTCAGTGACGGA
4 8 4 1 CACTT

48| 1 LM|mRN|NM_ |MS4 | TCCCTGGAACTCAAT

/1 |N_ 2 |A 1 4 8| A4dA |AACTCATTTCACTGG

931|370 975 CTCTTTATCGAGAGT
336 1 ACTAG

49 | I LM|mRN|NM_ |[RNF|GTCTGGAGGGAAATC

/1 |N_ 1A 0 1 8|114 TGGCGAAACCTTCGT

94 |7 9 2 6 8 3 TTGAGGGACTGATGT
078 3 GAGTG

50| I LM|mRN|XR _|LOC|CACCTGTGGGCAGTG

/1 |N _ 3 |A 0 3 8|6 48| GGCAGTGTCTTGGTG

95 |2 7 4 906 927 AAAGGGAGCGGATAC
91 4 1 TACTT

51 | I LM|mRN|NM_ |[SGK|CGGACGCTGTTCTAA

/1 |N _ 3 |A 0 0 5|1 AAAAGGTCTCCTGCA

96 |2 2 9 6 27 GATCTGTCTGGGCTG
3214 3 TGATG

52 | I LM| mRN|NM _|JAK|ATTGCCTCTGACGTZC

/1 |N _ 1 |A 0 0 2|1 TGGTCTTTTGGAGTC

97 |7 9 3 227 ACTCTGCATGAGCTG
384 2 CTGAC

53| I LM| mRN|NM _ |[NDR|GCTGAGGGGTAAGAG

/1 |N_ 2 |A 2 0 1|G2 GTTGTTGTAGTTGTC

98 |3 6 1 5309 CTGGTGCCTCCATCA
6 0 3 1 GACTC

54 | I LM|mRN|NM_ |[RNA|[GGAAGCCAGGTGCCT

1 |N _ 1 |A 0 0 2 |SE?2 TTAATCCACTGTAAC

99 |7 30 9 314 CTCACAACTCCAAGT
6 2 8 2 CCACA

55 | I LM|mRN|NM_ MYH|CTAGGACTGGGCCCG

S 2 |N_ 1 |A 0 0 219 AGGGTGGTTTACCTG

00 |7 2 2 473 CACCGTTGACTCAGT
8 7 2 3 ATAGT

56 | I LM|mRN|NM _ |GNB|TTCCGTCCAACAACT

/2 |N_1|A 0 0 2|1 CTGTAGAGCTCTCTG

01 |7 60 07 4 CACCCTTACCCCTTT
320 2 CCACC

57| I LM|mRN|NM _ |WDRJ|CATACCGGCTGGCCA

S 2 |N _ 1 |A 0 1 7 |1 CGGGAAGCGATGATA
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02|16 75 491 ACTGCGCGGCATTCT
8 4 4 3 TTGAG

58 | I LM|mRN|NM _ |RAS|GCTCCTGCTGCAACZC

S 2 |N _ 2 |A 1 8 2 |SF5 GCTGTGAATGCTGCT

03|36 2 6 6 4 GAGAACCTCCCTCTA
90 2 2 TGGGG

59 | I LM| mRN|NM_ |SMA|CCCCTGGAGTCCGAG

S 2 |N_ 1 |A 0 0 3|RCC|AAGGAAAATGGAATT

04 |6 9 4 074. |1 CTGGTTCATACTGTG
6 0 3 2 GTCCC

60| I LM|mRN|NM_ [C 6 CCGCCGGTGCCATAT

S 2 |N _ 2 | A 2 0 7|r f1|GATTTAGAGGAAGAT

05 |0 5 4 4009 2 6 GCAGGCTGGTCACTG
121 1 CTCCC

61 |1 LM mRN|NM_ [SAP|[CCACCCCATTCGGTT

S 2 |N_ 1 |A 0 2 4|130 CTTCTGCCTGACCTT

06 |7 00 545 CAAATGCCCATGTTG
04 4 2 GCCTT

62| I LM\ mRN|NM_ [C19|CCGGGGCTTCCACCT

/2 |N_1|A 01 9/or f|GACTTCCTGGACTCT

07 |7 37 10 8 6 1 GAGGTCAACTTATTC
005 2 CTGGT

6 3|1 LM| mRN|NM_ [SGK |[AGAAAGGGTTTTTAT

/2 |N_1|A 0 0 5 GGACCAATGCCCCAG

08 |7 0 2 6 2 7 TTGTCAGTCAGAGCZC
4 8 7 2 GTTGG

64| I LM mRN|NM_|AHS|TCCTCACAGGACAGA

S 2 |N _ 1 |A 0 0 1 |G AGCAGAGTGGGTGGT

09 |7 30 6 2 2 GGTTATGTTTGACAG
6 25 1 AAGGC

65| 0A_|miR|h s a|miR|UAGCUUAUCAGACUG

/210 00 |NA - m i |—21 AUGUUGA

10 | 397 R — 2

1

66 | I LM|mRN|NM__|MED|CTTTGGTCCGGCAAC

S 2 |N_ 1 |A 0 0 5|12 TTCAACAACAGCTCT

1117 9 3 120. CTAATACCCAGCCAC
386 1 AGCCC

67| I LM mRN|NM_ |[CD7|CATATACGTGTGCCG

/2 |N_1|A 0 01 |9A GGTCCAGGAGGGCAA

1216 59 783 CGAGTCATACCAGCA
227 3 GTCCT

68 | I LM mRN|NM_|CER|GCTCTGATTTCCGGG

S 2 |N _ 1 |A 0 2 2 |K GCAGCCTTTCAGATG

137 6 7 76 6. CGGCAGACATACAAC
475 4 ACCTG
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69 | I LM\ mRN|NM_ |[MRP|CCCTGCCCCCAAACT
/2 |N_1|A 0 0 4 |L49 GGCTAAGACAGCTTT
14 |6 81 92 7. CAGTTCCTGACTCCC
3214 2 CAACT
70| I LM|mRN|XM _ |LOC|CACTGCCGTCCCCCA
S 2 |N _ 1 |A 9 2 716 44 | AGGTCCAGAATGTCA
15 |6 6 7 86 0. | 763 GCTCGCCTCACAAGT
402 1 CAGAA
71 |0A_|miR|h s a|miR|CACUAGAUUGUGAGZC
/210 0 2 |NA — m i |— 2 8 |[UCCUGGA
16 | 446 R 2 | —3p
8 — 3
b
72 | T LM|mRN|NM _ |ABL|GCATCCTCCTGTGTA
S 2 N _ 2 |A 0 0 1 |IM1 TGGAAGAGACAGGTG
17 13 9 6 0 0 3 ACCGCTCCAGGTTGG
6 7 2 407 GTGCT
1
73|I LM|mRN|NM_ |[WDR|GAGCCGGGGCACCTT
S 2 |N_ 1 |A 0 1 4|37 GCTGTTCGCTGCTGT
18 |7 9 6 023 GTCGTCTTCTAATGT
4 6 4 3 GAGCT
74 | I LM | mRN|NM _ |SPT|AGATAGGCCAGAGCG
/2 |N_1|A 0 0 3 |BN1 TGGACGAGGTGGAGA
1916 90 12 8 AGCTCATCAAGCGCC
70 8 2 ACGAG
75| I LM|mRN|NM _|ZNF|TCACACTGGCGCTAA
S 2 |N _ 2 |A 0 1 6 |274 GCCCTACAAGTGTCA
20 |35 2 324 GGACTGTGGAAAAGC
57 4 2 CTTCC
76 | T LM|mRN|NM _ |UVR|CCCCTGTGGGGGCCA
S 2 |N_ 1 |A 0 0 3|AG AAGTTTTTATGTGGG
21 |7 6 1 369 CAGATGCTGTGGTCA
069 3 GGAAC
77| I LM|mRN|NM __ |RNF|CAATGGCGTGTACCC
/2 |N _ 2 | A 2 0 7 ]214 ATGTATTGCACAAGG
22 1357 343 AGTGTATCAAATTCT
777 2 GGGCC
78 | I LM|mRN|NM _ |YEA|GCAAGTACAGAAGGA
/2 |N_1|A 0 1 8 |TS2 ATCTATTCTCAGCAG
23 1|6 76 023 GGCATAGGGCACGCA
8 99 3 CTGGC
79 | I LM|mRN|NM _ |PHR|TCGGGTTCCTGCGCT
/2 |N _ 3 |A 0 2 0 |F1 GACACCTGGTCTGTG
24 |2 45 901 CACCTGTGTTGCTCA
4 76 1 CAGTT
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80| I LM|mRN|NM__|PLA|ATGCTGTCTGTGTGG

/S 2 |N_ 2 |A 0 1 6 |CS8 AACAAGCGTCGCAAT

25 |0 9 3 6109. GAGGACTCTCTACAG
343 1 GACCC

81 |I LM mRN|NM__|TME|GAGCTCTGAAGCTTT

S 2 |N _ 1 |A 0 1 6 |M®6 6 GAATCATTCAGTGGT

26 |7 80 12 7. GGAGATGGCCTTCTG
141 4 GTAAC

82 | I LM mRN|NM_ |[CET|TGGCTCCCAACTCCT

S 2 N _ 2 |A 0 0 0 |P CCCTATCCTAAAGGZC

27 |0 9 8 078 CCACTGGCATTAAAG
013 1 TGCTG

83| I LM mRN|NM_ |SFR|CTGCTCCGACAGCAG

S 2 N _ 2 | A 0 0 4[S 21 |CCCCAGGAAATACGG

28 |0 6 9 7109 P GAATGGTTCAGGGAZC
59 3 2 CAAGT

84 | I LM|mRN|NM _|CTN|CTCCTGGAAATAAAC

/2 |N _ 2 | A 0 0 3| NAL|AAGCTAATTCCTCTA

29 |1 3 6 798 1 TGCCACCAGCTCCAG
4 46 1 ACAGT

85 | I LM|mRN|NM_ |HNR|GGTGACCAGCAGAGT

/2 |N_1|A 0 0 2| NPD |[GGTTATGGGAAGGTA

30 1|7 51 138 TCCAGGCGAGGTGGT
36 8 3 CATCA

86 | I LM mRN|NM _|FAM|TGGGCGGGGCAGGCC

S 2 |N _ 1 |A 0 03|]193|TCCTTTGTTCTCCATC

3116 51 70 4 A AATCTACTGTCTCCG
50 4 3 AGTGT

87 | I LM|mRN|XM __|FLJ|GAGCTCTAACCTCTC

S 2 |N_ 1 |A 9 3 91360 |CCCGACCCCTGCAGT

3216 9 1 535 32 ATCTCCCTTTGTTCA
194 1 GTCTT

88 | I LM/ mRN|NM_ |[MAP|AGGCTTTAGCCCTGG

S 2 |N_ 1 |A 1 3 9 |K7 ACCCAGCAGGTGAGG

33 1|7 0 9 032 CTCGGCTTGGATTAT
6 23 1 TCTGC

89 | I LM|mRN|NM __ |[TCE|GATGACACCTTTGAG

S 2 |N_ 1 |A 0 0 7 |B2 GCCCTGTGCATCGAG

34 |7 3 3 10 8 CCGTTTTCCAGCCCG
927 2 CCAGA

90 | I LM|mRN|X R _|LOC|TGTACTGTAACCTCA

/S0 |N_ 3 |A 0 1 6|6 43| CAACTCCAAGTCCAC

23|20 2 287. | 332 AGAATATTTCAAACT

5 002 1 GCAGG

91 |I LM|mRN|NM _|PAF|GGGAGGGCAAGCTGG

S 2 |N _ 1 |A 0 0 0O|]AH1 |ATTTACAGGTCACGG
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36 |7 2 2 430. |B1 CTGGACTGAATGGGC
276 2 CTTTT

92 | I LM |mR NM_ |STK|TGAGGTCAGCAGTTT

S 2 |N _ 1 |A 0 0 6 |4 GTATGAGACATAGCT

37 1711 28 2 TCCTCCATTGCCCCC
383 2 ACTCC

93| I LM |mR NM_|IFI|AACATCCTCCTGGCC

/2 |N_ 3 |A 0 3 2|27L|TCTGTTGGGTCAGTG

38 |2 3 8 036 2 TTGGGGGCCTGCTTG
560 2 GGGAA

94 | I LM |mR NM__|YWH|GGCACCCTGCTTCCT

S 2 |N_ 1 |A 0 0 3 |AZ TTGCTTGCATCCCAC

39 (8 01 406 AGACTATTTCCCTCA
9 2 8 2 TCCTA

95 | I LM |mR NM__|UBT|GTCCCAAAGAGTTTG

S 2 |N _ 1 |A 0 0 1 |F ATGAGGCCCTCCACA

40 |8 0 6 0 7 6 CCTGCGGCCCAATCC
946 6 8 3 AAGGT

1

96 |I LM |mR NM__|UBE|CCCCTGGATTGCCCC

/S 2 |N_ 2 |A 0 8 0| 2F AGTCCTGTGACCATG

41|16 4 6 78 TTGCCCTGAAGAAGA
24 2 1 CCATC

97 | I LM |mR NM_|ASX|GCTCCTGCCTCTCTC

S 2 |N _ 1 |A 0 1 5 |L1 CCAACATGTTTCCAG

42 |7 2 6 338 CAAGTAGATGCCCCT
025 4 GTGTG

98 | I LM |mR NM_ |UBF|TGGCCCAGGAGACTG

S 2 |N _ 1 |A 0 1 9 |D1 ACCCAAAGTGAAGGA

43 |7 00 116 CATTGCCGGGAGAGG
811 2 CCTGC

99 |[I LM |mR NM_|SHS3|CTTTTGCTTCAGGCT

S 2 |N_ 1 |A 0 31 |KBP|AAGAGCTGCCTCGCT

44 |80 8 8 9 2 1 CTTTGTCCCCCCATT
501 1 AGGAT

10 |1 LM |mR NM_ |ZZE|AGGAGGCGAAGCCCG

0/ |N_11]A 0 1 5 |F1 CAGAGCAAAGGTGGA

24 |7 8 6 11 3. AACACGTGCCTACGC

5 396 3 TGTAA

10 |OA_ |mi h s a |mi R|AGCAGCAUUGUACAG

1/]100 0 |NA — m i |—10|GGCUAUGA

24 14309 R — 1|3

6 0 3

10 |1 LM|mR NM_ |[NCO|AGAAGGAGGGTTTCT

2/ |N _1]|A 0 2 0|A5 GGCTGTGGTTCTAAA

24 |7 70 96 7. TGGAGCCCCAGGAAG

10

20

30

40



guooooadagd

(38)

JP 2018-524972 A 2018.9.6

# 2
JEfz | T D fE 5 % AN & | RF 2 B BE B
/B 5
5| &
7
7 035 2 CTGCC
10 |I LM |mR NM_|PDE|GCAGTGGTGTCGTTC
3/ |N_11|A 0O 0 2 |48B ACCGTGAGAGTCTGC
24 |7 8 2 6 00 ATAGAACTCAGCAGT
8 9 22 3 GTGCC
10 |1 LM |mR NM _ |RBL|CCCCATTCGGTGTGG
4/ N _ 1 |A 0O 0 5|2 TGCAGTGTGAAAAGT
24 |7 5 6 611 CCTTGATTGTTCGGG
9 9 99 2 TGTGC
10 |1 LM|mR NM__|PHF|TGCCTCTGCCCAGCT
5/ |N_11|A 0 2 4 |1 CCCCATTCACACACA
25 |7 4 6 165 CCGGCACTTTCATAC
0 9 6 8 1 CCTGA
10 |1 LM|mR NM_|ACT|CGGCTACAGCTTCAC
6,/ | N_11|A 0O 0 1 |B CACCACGGCCGAGCG
25 |7 77 101. GGAAATCGTGCGTGA
1 2 96 2 CATTA
10 |1 LM |mR NM_|IDO|GCCAAGCCTTTCCCT
7/ |N_ 3 |A 1 9 4|2 CCCTACCTGATCACT
25 |2 37 2.9 4. GCTTAACGGCATGTA
2 4 6 2 2 TAATG
10 |OA_ |mi h s a|miR|AAUUGCACGGUAUCC
8,10 01 |NA — m i |— 36 AUCUGUA
251271 R 3|3
3 6 3
10 |OA _ |mi h s a|mi R|UACCACAGGGUAGAA
9,10 0 2 |NA — m i |— 14 | CCACGG
25234 R —1]0 — 3
4 4 0 — |p

3 p
11 |1 LM|mR NM_|I KB|GTGCTGGGCCGGGGA
0O/ |N_11|A 0 01 |KB GTCCCTGTCTCTCAC
25 |7 2 7 55 6. AGCATCTAGCAGTAT
5 14 2 1 TATTA
11 |O0OA_ |mi h s a |mi R|GGGAGCCAGGAAGUA
1/ /100 2 |NA — m i |—5 0 |UUGAUGU
251087 R — 5 |5_A
6 0O 5 __

A
11 |I LM|mR XM_|LOC|CATGATGGGATATCC
2,/ |N_ 3 |A 0 01|72 9 | CTGCCTAGATCTTTC
25|12 40 7 2 0273 AGTGAGTCTCTACCT
7 871 501. CAGCT

1
11 |1 LM|mR NM _|POF|GAGAGAGGACAGTTA
3,/ | N 2 | A 1 3 3|UT?2 GGAGGGACAGACAGC

10

20

30

40
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25 |3 7 6 6 3 TCTTCCTTTCGGAGC
8 6 6 7 4 CTGGC
11 |1 LM|mR NM_ |TNF|CAGTGTCTCAGTCTT
4,/ |N_1|A 0 2 1|AIP|TTTTGCCGAGAAAGZC
25 |6 55 13 1 ACAGTAGTCTGGGAC
9 4 29 3 TGGGC
11 |1 LM|mR NM__|CYP|CAGCTCGGAGGAAGG
5,/ |N_ 2 |A 0O 0 0 |4F3 TCTCCTATACACACA
26 |0 8 9 896 AAGCCTGGCATGCAC
0 4 8 4 2 CTTCG
11 |I LM|mR NM_|IL1|GTAACCGGTCTGCTT
6,/ |N _1|A 0 0 0|3 RA|TTGCGTAAGCCAAAZC
26 |6 8 8 6 40 2 ACCTACCCAAAAATG
1 722 2 ATTCC
11 |1 LM |mR NM__|DYR|TGACTGGTCTCCTAA
7/ |N _1|A 1 3 0| K1A |[CCAAGGTGCACTGAG
26 |6 6 0 4 37 AAGCAATCAACGGGT
2 6 6 3 2 CGGTC
11 |I LM|mR NM_|ARC|GCTGGTTGAAAAGTA
8/ |N _1|A 0 01 |N1 CCACTCCCACTCTGA
26 |6 9 9 6 55 ACATCTGGCCGTCCC
3 703 3 TGCAA
11 |I LM|mR NM_|RER|GCCCTGACCTTCATG
9,/ |N _1|A 0 0 1 |E GTGTCTTTGAAGCCC
26 |8 0 2 0 4 2 AACCACTCGGTTTCC
4 380 6 8 2 TTCGG

1
12 |1 LM|mR NM_ |LRR|AGGAGAGAGGTTTGA
0/ |N_ 1A 0 2 4 | TM4 GTTCTGGGTATCCTC
26 |6 8 5 99 3 CCTTTCTGTAACAGC
5 47 2 3 CTCAA
12 |1 LM |mR NM_ |IFI|CCCAGCTGAACCCGA
1,/ |N_ 1A 0 3 2|2 7L|GGCTAAAGAAGATGA
26 |7 40 036 2 GGCAAGAGAAAATGT
6 319 2 ACCCC
12 |1 LM|mR NM_|ORS8 | CACCTTGGTGCCCAC
2/ |N _1/|A 0 01 |Dl1 CCTAGCTGTTGCTGT
26 |7 4 2 0 0 2 CTCCTATGCCTTCAT
7 753 917 CCTCT

1
12 |1 LM|mR X R_|LOC|CTATACTCCTTTGGZC
3,/ |N_3|A 0 1 5|72 8| CCATAGCTAAGGTCA
26 |2 2 6 610. | 533 TCCTTCCCCACAGGG
8 045 2 GTGGC
12 |1 LM|mR NM_ |[CCD|GAGAACAGAAATAGT
4,/ |N_1|A 0 01 |C90|GGCATTGCATGCCCA

10

20

30

40
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26 |7 6 1 0 3 1 |A GCAAGATCGGGCCCT
9 96 1 71 3. TACCC

2
12| I LM mRN|NM__|[WBP|GCTAACATCCATTCC
5/ |N_1]A 0 1 6 |11 CTTTCATACCACCAT
27 17 6 6 312 TTTCACCCTGTTTCT
0 4 35 2 TCCCC
12| I LM mRN|NM_ |[KI A|CATCTGGACCCCTCC
6.,/ |N_1|A 0 5 2|A19|CCCTCTATCCCTAAZC
27 17 9 2 9109 20 CCTGTCTAAACTAAT
1 4 32 1 GGCGC
12| I LM/ mRN|NM_ |[MAE|TCCGCCCATGATGCT
7/ |N_ 2 |A 0 0 5 |A GCCCAACGGCTACGT
2713 2 7 8 8 2 CTACGGCTACAATTC
2 090 3 TCTGC
12| I LM mRN|NM_ |EI F|CTCTTATCCCAGCTG
8/ |N_ 2 |A 0 0 1|4G?2 CAAGGACAGTCGAAG
2712 7 9 41 8 GATATGCCACCTCGG
3 6 35 3 TTTTC
12 |I LM mRN|NM_ |[PDE | TGGAAGGGACTGCAG
9,/ |N_ 2 |A 0 0 2 |7A AGAGAACAGTCGAGC
27 |2 7 8 6 03 AGTGAGGACACTGAT
4 819 1 GCTGC
13|I LM mRN|NM_ |KBT|GCCTGTTCTCTGCCA
0/ |N_ 1A 0 1 8 |BDA4 TTCCCTAGTCATCCT
27 |16 87 095 GTGCCTCACCACAGZC
5 09 2 3 TTGCT
13|I LM mRN|NM _|PRDI|CTGCCCTGCTGGCTG
1,/ |N_ 2 |A 0 0 6 |X4 GAAACCTGGTAGTGA
27 |2 2 2 406 AACAATAATCCCAGA
6 234 1 TCCAG
13|I LM mRN|NM_ |[ARH|GACCACGTCCAGTGA
2/ |N_11|A 01 4| GAP|AGACATTTGAGGCAG
27 |7 77 8 8 2 25 CACATCTCAGGACCC
7 99 8 2 AGGCA
13|I LM mRN|NM_ |[ZBE|GCATCTCCACGCTCT
3/ |N_1/]A 0 1 4 |D4 GAAGCTGTCTTTCAA
27 |7 8 2 8 38 AATGTGTGCACTGAC
8 129 2 cccCccT
13|I LM mRN|NM_ [XPC |[AGTCTTCATCTGTCC
4,/ |N_1|A 0 0 4 GACAAGTTCACTCGC
2717 90 6 28 CTCGGTTGCGGACCT
9 807 3 AGGAC
13|I LM mRN|NM__|[POM|GATCCATCACAAAGC
5/ |N_1]A 0 1 5 |P GAAGTCATGGGAGAG
28 |6 9 3 93 2 CCACACTTGATGGTG
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0 287 3 GAATA
13 |I LM mRN|NM_ |[PLO|ACAAAGTTGTTGAGZC
6,/ | N _1]|A 0 0 0 |D CTTGCTTCTTCCGTT
28 |7 7 1 935 TTGCCCTTTGTCTCG
1 599 2 CTCCT
13|I LM  mRN|NM_|RBM|CTGCCCCAGCTACAG
7/ |N _1|A 0 1 3/]15B |[AGACGGCCGAAATGZC
28 |6 7 3 2 86 TTTCACTCCTTAGCT
2 02 4 3 TTGCC
13|I LM mRN|NM_ |[MAT|GGAGAAAGAGCTCTC
8,/ |N_1|A 0 1 3|2B TATACACTTTGTTCC
28 |6 80 283 CGGGAGCTGTCGGCT
3 246 3 GGTGG
13|I LM mRN|NM_ [PIK|AGCTCTGTTCTGATT
9,/ |N_1|A 0 0 5|3CD CACCAGGGGTCCGTC
28 |7 6 6 026 AGTAGTCATTGCCAC
4 275 2 CCGCG
14| I LM mRN|NM_ |[STX|GCCAGAGGAGACCAG
0/ |N_11]A 0O 0 4 |8 AGGCTTGGGTTTTGA
28 |7 5 2 8 53 TGAAATCCGGCAACA
5 8 95 1 GCAGC
14 |I LM mRN|NM_ |SFR|TGGCCTTTCCTACAG
1/ |N_ 2 |A 0 0 5|S4 GGAGCTCAGTAACCT
281|175 6 26 GGACGGCTCTAAGGZC
6 075 3 TGGAA
14| I LM mRN|NM__|[|COR|GATGCTGGGCCCCTC
2/ |N _1]|A 0 0 7|01A [CTCATCTCCCTCAAG
28 |71 3 07 4 GATGGCTACGTACCC
7 749 2 CCAAA
14 |1 LM/ mRN|NM_ |[FKS|CCTGGGCATGGAATZC
3,/ |N_11]A 0 0 1|G30O0 CTGTGGCATCCACAA
28 |8 1 4 0 1 7 AACTACCTTCAACTC
8 9 9 8 421 CATAG

1
14| I LM mRN|NM_ |[DDX |AAGAAGCCGAAGGAG
4,/ |N_1|A 0 2 0|24 CCACAGCCGGAACAG
28 |7 00 41 4 CCACAGCCAAGTACA
9 6 28 3 AGTGC
14| I LM mRN|NM_ |AHS|CCACCATCACCTTGA
5,/ |N_1]|A 01 2 |A1 CCTTCATCGACAAGA
29 |7 0 3 111 ACGGAGAGACTGAGC
0 617 1 TGTGC
14 | I LM mRN|NM__|PIK|CCATAACTGGAGAAA
6,/ |N_ 2 |A 0 0 2|3C2|GAAGCTCCATTGACC
291|117 646. |B GAAGCCACAGGGCAG
1 323 2 CATGG
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14| I LM|mRN|NM _ |ZNF|ACCTGAGGCCCTTAA
7/ |N_1|A 0 0 3|134 CCTTTCTCTCAGTGZC
29 |7 6 8 4 3 5. TCGCCTTCCCCCAGA
2 80 9 2 ATCCC
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OA_ 00228 |lmiRN |hsa-miR-18

5 A 6 miR—186

OA_ 00044 |miRN|hsa—-miR—-—10

) A 6 b miR—106hb
ILMN_ 2 3 8

2758 mRNA |[NM_134442.2 |CREBI1

ILMN_ 180 10
5996 mRNA [NM_015477.1|SINS3A

ILMN_ 317

9371 mRNA [NM_031263.2 |HNRNPK

ILMN_ 2 2 2

7573 mRNA [NM_004832.1|GsSToO1
OA_00039 |miRN

7 A hsa-miR—21 |miR—21
ILMN_ 3 2 7

491 4 mRNA |[XR_038906.1|LOC648927
ILMN_ 170 20
004 4 mRNA |[NM_024545.2 |SAP130

ILMN_ 180 NM_0010766

6946 mRNA |[83. 1 UBTF

ILMN_ 177

0035 mRNA [NM_020967.2 |NCOAS

OA_ 00223 |lmiRN |hsa-miR-—14|miR—140-3

4 A 0O—3p P

ILMN_ 17 3

0999 mRNA [NM_003292.2|TPR

ILMN_ 175

1368 mMRNA |[NM_002138.3|HNRNPD 30
ILMN_ 176

6 435 mRNA [NM_016312.2 |WBP11

ILMN_ 205

4121 mRNA |[NM_207409.1|C6o0rf126

I L — 179

3386 mRNA [NM_005120.1|MED1 2

ILMN_ 179

0807 mRNA [NM_004628.3|XPC

ILMN_ 16 8

1324 mRNA [NM_004927.2 |MRPLA49 40
OA_00127 |lmiRN |hsa—-miR-36

1 A 3 miR—36 3
ILMN_ 16 8

5472 mRNA |[NM_024993.3 | LRRTM4
ILMN_ 16 8

87 22 mRNA [NM_000640.2 |IL13RAZ2

ILMN__ 174

0319 mRNA [NM_032036.2 |1FI127L2
goooooaon
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gogooodoagdo

INTERNATIONAL SEARCH REPORT International application No.

PCT/US 16433232

Bex No. L Nucleotide and/or amino acid sequence(s) (Continuation of item L.c of the first sheet)

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

a forming part of the intemnational application as filed:
in the form of an Annex C/ST.25 text file.
El on paper ot in the form of an image file.

b. I:I furnished together with the international application under PCT Rule 13fer.1(a) for the purposes of intemational search
only in the form of an Annex C/ST.25 text file.

c. I:I furnished subsequent te the intenational filing date for the purposes of international search only;:
[] inthe form of an Annex C/ST.25 text file (Rule 13zer. 1(a}).
D on paper ot in the form of an image file {Rule 13¢2+.1(b) and Administrative Instructions, Section 713).
2. In addition, in the case that more than on¢ version or copy of a sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that fonning part of the application as
filed or does not go beyond the application as filed, as appropriate, were fumished,

3. Additional comments:

Form PCT/I3A/21¢ {continuation of first sheet (1)) (January 2015)



(67) JP 2018-524972 A 2018.9.6

INTERNATIONAL SEARCH REPORT International application No.
PCT/US 16f33232

Box No. Il  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the fellowing reasons:

1. I:I Claims Nos.:

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

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

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

Box No. II1  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Scarching Authority found multiple inventions in this international application, as follows:
This application contains tha fallowing invantions or groups of inventions which are not solinked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination faes must be paid.

Graup |, claims 1-10, directed to a multi-analyte composition.
Group |l, claims 11-20, directed to a mathod for detecting the exprassion of combination of at least one mRNA target and at least one
miRNA target, and a method of generating a diagnostic reagent.

The Invantions listed as Groups | and il do net relate to a single special technlcal feature undar PCT Rule 13.1 bacause, under PCT Rule
13.2, they lack the same or comesponding special technical faatures for the following reasons:

—continuad on extra sheet attached hereto—

1. D As all required additicnal 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. El As only some of the required additional search fess were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. }I{ No required additional search fees were timely paid by the applicant. Consequently, this international search report is

ﬁsg'lcted to the invention first mentioned in the claims; it is covered by claims Nos.:

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.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US 1633232

A. CLASSIFICATION OF SUBJECT MATTER
IPC(B) - C40B 30404 (2016.01)
CPC - GOIN 33/5081, GO1N 33/5094
According to International Patent Classification {IPC) or to both national classification and 1PC
B. FIELDS SEARCHED
Minimum documentstion searched (classification system followed by classification symbols)

1PC{8) - C40B 304 (2018.01)
CPC - GOMN 33/5091, GOTN 33/5094

Documentation searched ether than minimum documentation to the extent that such documents are included in the fields searched
USPC - 536/24,33, 536/24.31

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

pubWEST, PatBase; Google Scholar

search tarms - Cancar, tumor, metast$, lung, mma, messenger rna, mima, micrarna, micro-ma, composit$, marker, biomark$, assay,
assay$miR-186, miR, 186, microma, 186, miR186, CBLL1, UBTF, CREB1, pamr, pamri, SFRS15, TMEME7, NCOAS, mfd, WBPIl

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Culegory* Citation ol dovuinend, with indication, where appropriate, of the rel¢vant passages Relevant to ¢laim No,

X LS 2014/0141986 A1 (SPETZLER et al.) 22 May 2014 (22.05.2014) para [0009]; [0011]; {0025]; | 1, 8-10

- [0027]; [0032]; [0201]; [0376]; [0377]; [0447]; [0466]-[0468]; [C819]; [0820F; [0856]; (0857, [ ———r

Y {0864]-[0898]. 2-5

Y US 2014/0005065 A1 {THE TRUSTEES OF THE UNIVERSITY OF PENNSYLVANIA etal)02 | 2-5

January 2014 (02.01.2014) para [0021); [0080]; Tabla V.
A US 201310287772 A1 {HALBERT) 31 October 2013 (31.10.2013) para [0168]; claims 1, 16,17, | 1
18.

D Further documents are listed in the continuation of Box C. D

*  Special categories of cited documents: “T"  hater document published after the internationat filing date or priority

“A" document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
1o be of particular relevance the principle or I.heory underlying the inventicn

“E™ carlier application or patent but published on or afier the international <y g, of p 1 ; the claimed invention cannot be
filing date considered novel or I:anrlul be considered to involve an inventive

“L"  document which may throw dowbts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other oy of p Tar rel the claimed i canmot be
special reason (a8 specified) 5 L considered to mvolve an mvenlive step when l]m' document is

“0” document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being chvious to a persen skilled in the art

“P*  document publi: rior 10 the i ional filing date but later than g~ p
he priority date clalr%ed 4 &” document member of the same patent family

Date of the actual completion of the intenational search Date of mailing of the international search report

08 October 2016 {06.10.2016) 2 6 0 C T 2016

Name and mailing address of the ISA/US Authorized officer;

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents Lee W. Young

P.C. Box 1450, Alexandria, Virginia 22313-1450 POT Holpdasic 8712724300

Fassimile No.  571-273-8300 PCT O5P: 571-272-7774

Form PCT/ISA/210 (second sheet) (January 2015)
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INTERNATIONAL SEARCH REPORT ermational application No.
PCTIUS 16/33232

—confinuation of Box Na 1ll—

Special tachnical features

Group | has the special technical faature of a multi-analyte composition comprising a ligand and an additional ligand, that is not required
by Group II.

Group Il has the speclal tachnical feature of a methed for detecting the exprassion of combination of at least one mRNA targst and at
Isast ona miRNA target, and a method of generating a diagnoestic reagent, that is not required by Group |

Common technical features:

Groups HI shara the common technical feature of a mRNA ligand and an additional miRNA ligand selacted from a nucleic acid
sequence, polynuclectide or oligonucleotide capabla of specifically complaxing with, hybridizing to, or identifying 2 mRNA and a miRNA
from a mammalian biologleal sample, whereln the expressicn levels of the gene transcripts or miRNA is indicative of lung cancer or
stage of lung cancer. Howaver, this shared technical feature does not represant a contribulion over prior art, bacause this shared
tachnical feature is anticipated by LIS 2013/0287772 A1 to Halbert st al., (hereinafter Halbart).

Halbert teaches a mRNA ligand and an additional miRNA ligand selected from a nucleic acid sequence, polynuclectide ar
oligonuctectide capable of specifically cornplexing with, hybridizing to, or identifying a mRNA and a miIRNA from a mammalian biological
sample, wherein tha expression levels of the géne transcripts or miRNA is indicativa of lung cancer or stage of lung cancer (claim 1
'method of theranosing a disease or disorder in a subject in need thereof, comprising: a. identifying a biosignature of a vaesicle population
ina sample fram the sublect,...and b, camparing the biosignature lo a reference, wherein the comparison is indicative of the likelihood of
whaether the subject is a responder or non-rasponder ta a therapsutic agent, thereby theranosing the diseasa or disorder’; claims 17, 18
‘wherein identifying the bicsignature comprises agsessment of one or more nucleic acld...wherain the cne or more nuclele acld
comprises mMRNA and/or microRNA'; claim 30 ‘wherain the disease or disorder comprises prostate cancer, colorectal cancer, lung
cancer’; [0168] 'overexpression n a sample of cancer-related surface antigens or vesicle payload, .g., & tumar associated mRNA or
microRNA, as compared to a referance, can indicate the presunce of cancer In the sample'; {0239] 'Ditterent vesicle populations can ba
isolated or detectad using differant binding agents. Each population in a biological sample can be labeted with a different signaling
label).

As the technical features were known in the art at the time of the inventlon, they cannot be considered speclal technical features that
would otherwise unify the groups.

Tharefore, Groups I-Ii lack unity of invention under PCT Rule 13,
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