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A= i ErERT miRNA £ | miRNA #5730 BIBRfE A Y
LhElE:R=

FFETFT 70 | AP2-BR miR172-a2 | % & =86 55-56 (PCR)

72 L EATdel 2L 57-60

AGAMOUS L AG Bl E 54 12-15

APETELA3 (a) | X AP3a BLFIEE:5 16-19

APETELA3 (b) | 1 AP3b EiFIEE 6 20-23
hrERay PDS1 $i PDS1 ELSIE 5.7 24-27

PDS2 H1 PDS1 ElFE 58 28-31

IPPK2 H1 IPPK2 EEFi% 59 32-35

ITPKS5 $1 ITPK5 El%iE& 510 36-39

MI1PS LMIPS | ECFIEE:1] 40-43
B AR AP2- miR172a-2 | E25I&E 586 55-56 (PCR)
FiETRT 7z | AP2-AE miR172a-2 | ELFIEE72 73-74

FAD2 i FAD2 BLF| & 575 76-77

PDS L APPDS | BR% & 578 79-80
MyEnay miR172b miR172 BE%& 592 91

PDS 1 ZmPDS | E2FIEE 95 94
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FEOIS miRIZEIBEEATE OB, KU miRNA —EB#ks
Bl B4 NCBIID Fieny | A B | B AT | Nw 71 | mRNA
YRA | 5 1R
miR172a | CG090465 | B73 81 907 508-598 | 512-532 | 574-594
miR172b | BZ40152 F | B73 82 1128 551-654 | 567-587 | 620-640
[4) (F5)
BZ4011525
miR172¢ | CG247934 | B73 83 912 230-400 | 250-270 | 364-384
miR172d | CG09786 }% | B73 84 1063 351-520 [ 361-381 | 466-486
6
BZ972414
miR172e | CG06588 K | B73 85 1738 913-1072 | 931-951 1033-
X (FH) 1053
CC334589
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ACAGTTTGCTTATGTCGGATCCATAATATATTTGAC
AAGATACTTTGTTTTTCGATAGATCTTGATCTGACG
ATGGAAGTAGAGCTCCTTAAAGTTCAAACATGAGT
TGAGCAGGGTAAAGAAAAGCTGCTAAGCTATGGATC
CCATAAGCCCTAATCCTTGTAAAGTAAAAAAGGATT
TGGTTATATGGATTGCATATCTCAGGAGCTTTAACT
TGCCCTTTAATGGCTTTTACTCTTCTTTGGATTGA
AGGGAGCTCTACATCCCGGGTC EHRES: 11 3)
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AATGATGATTACGATGATGAGAGTCTCTAGTTGTAT
CAGAGGGTCTTGCATGGAAGAATAGAGAATGAGGTT
GAGCCAAGGATGACTTGCCGGGTTTTTTTACCAAT

GAATCTAATTAACTGATTCTGGTGTCCGGCAAGTT
GACCTTGGCTCTGTTTCCTTCTCTTCTTTTGGATG

TCAGACTCCAAGATATCTATCATCATGAATCGTGAT

CAAACTTTG
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AAGCTTTGATCTTTAGCTCTTTGCCAAAGCTTCTTTTGATTTTICTATTTCTCTAATCTATCCATTGACCAT
TTGGGGTGATGATATTCTTCAATTTATGTTGTIGTTTATTGCCCATCCACAGACCCACGTTTGATTTGTTTA
ATCAAAATATATAAACTGACAGTTGTGCCACTAGTCACTTGCCAATTAAGCATTCCAAAGCTCCTTCCTTTA
CATTAGTATCAAGTGAGACTAGCACAAGCTTTTAAGTCCAGATAAAAAGCCCCATGGAAGGGAAGCTTTCAA
GAACGAGATTTAACCGTAAAACCCAATTTCGATTTCCGCTAATAATTTGGATCCAAAAATCTAGACAAAATC
TGATAAAATTAGACAAAGAAATGGATAAAACCCCAAAACCCATAATCGTCGTTGTTCTTGTTTGCTTCAATA
TCACTCTTTCCCCTCCAACGAGT TAGTTAGAGTGACGTGGCAGCTGAACTAGATTTGGAGTAACGGGATAGA
TTACCCATAAAGCCCAATAATGATCATTACGTGAGACATAACTTGCTTAGATAACCTCATTTTATGGGCTTA
GATGGGGTCTCTAGTGTTAGTCATAAGCTCTTAAATACCATTTCTAGTTATATATCAATCTTTAGCTTGGAA
TTGGATCGTTGTCCTATAGTAAAAAAACTTTTACTATTTTATGTTAGCAATCCCACTTAACATTCAATATGT
TTAAAATGAAAGAGTTTACCAAAAGGAAAGAAAAAAAGGTTGGTAATGAATTTATCTAATCGGATACGATAT
TTCATAATCTAATGATGGGATCTATCAATAAATAGAATCAAAGTTAACTTTAACGCTTTTGTTACCTGTTTT
CTTTCTTTAGCAATTAATATTAAACGAGT TTTAGTAATATAAATATGTTTCCAGTTATATACCAAACTTTAT
GTAATATTCATAAGCTTGCCAAAATTTACAAGAGTTTTTGGAACGCGCACAAAATTCTCATATATTTCTTAC
COAAMAATAAATTTTTTITTTITITITACTTGTTTATAATCCTATATGAACATTGCTCATCTICCCCATTTG
ATGGTAATTTTTCTATTCCTATATGTAATTAAATCCTAACTAATGAAATTGAAAACATAATTTGAAGATAAT
CAATCCTAATATCTCCCGTCTTAGATCTATTTAAATGGTCTTATTTAATTTCCTATATITTGGCCTAATTAT
TTATTTGATATAGTGAATTTATGGAAGCTTCATGTTGATGGAATAAAACCGGCTTATCCCAATTAATCGATC
GGOAGCTATAACACAAATCGAAACTCTAGTAGCTATAAAGAGTGTGTAATAGCTTTGGATCACATGTATTAC
TATTTATTTACTAGCTCGTGCAACAATTGGETTTGGGAAAAAATTTATTTACTAGTACTCCCCCTTCACAAT
GTGATGAGTCTCCAAATGATATATTCTCAACCCAAAGGACAATCTGAAATTTTCAATATATATTCCATTTTA
TCCGCAACATTTGAAATTTGTGGCAATGTTTTTAAAAAGACTATTTATAAAGAATCTTTCTAAATTGTTTCT
ACGACAATCGATAACACCTTTTGTTGATCAACCCCACACAAGACTATGATTCCAATCCTAAGAAACATACGA
CACGTGGATTTTTATGTCACACTAGTACGATGCGTCGATGCCTTCAGAGTACGAATATTATTCACATAAAAT
TCTTATTCGAATTTGATAATATAAGGTCAGCCAATCTTTTAAAGTAATTATATTCTTCAATATACGGTTGTG
GTCAAATTCCATTTTATTTTGTAGCTTGCATGCACTACTAGTTTAAMACCATGCATGGATTTATTGCATAT
AATAACATTATATGAATTTTCAATTAAATTAATCCACACATTTCCCATTTCAATATGCCTATAAATACCTTC
ATCACGAGTATGACAAGATCACAAGACAAGAAAAGAAAGGTAGAGAAAACATGATAATGATGATTACGATGA
TGAGAGTCTCTAGTTGTATCAGAGGGTCTTGCATGGAAGAATAGAGAATCAGGT T GAGCCAAGGATGACTT
GCCGEGTTTTTTTACCAATGAATCTAATTAACTGATTCTGGTGTCCGGCAAGTTGACCTIGGCTCTGTTTC

CTTCTCTTCTTTTGGATGTCAGACTCCAAGATATCTATCATCATGAATCGTGATCAAACTTTGTAATTTCAT
TGAAATGTGTTTTTCTTGATGOGAATTITTIGGCTTACGGTTTTTCGATTTGAATGATCAGATTTTTGTTTT
TGCACTCAAACTATAGTTTCACTTAGGTTCTATTITTTTCAGGTTTATGAATGATAAAACAAGTAAGATTTT
ATGCTAGTTTTAGTTCATTTTTCGATTCAAATTCAAACATCTTGGTTTTGGTTTAGTTAAGT TTGATTTTIC
AAGTCAAATGCTATGTTITCTICT (BdFlE=: 12 1)
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GGCACTCAACTTTATAAACCCTGACGAGCTTTCGAT
GCAGTGCATTTTGATTGCTTTGAACAGATTTCTTCA
GGAGAAACATGGTTCAAAAATGGCCTTTTTAGATGG
TAACCCTCCTGAGAGACTTTGCATGCCGATTGTGGA
ACATATTGAGTCAAAAGGTGGCCAAGTCAGACTAA
ACTCACGAATAAAAAAGATCGAGCTGAATGAGGAT
GGAAGTGTCAAATGTTTTATACTGAATAATGGCAGT
ACAATTAAAGGAGATGCTTTTGTGTTTGCCACTCCA
GTGGATATCTTGAAGCTTCTTTTGCCTGAAGACTG
GAAAGAGATCCCATATTTCCAAAAGTTGGAGAAGC
TAGTGGGAGTTCCTGTGATAAATGTCCATATATGGT
TTGACAGAAAACTGAAGAACACATCTGATAATCTGC
TCTTCAGCAGAAGCCCGTTGCTCAGTGTGTACGCTG
ACATGTCTGTTACATGTAAGGAATATTACAACCCCA
ATCAGTCTATGTTGGAATTGGTATTTGCACCCGCAG
AAGAGTGGATAAATCGTAGTGACTCAGAAATTATTG
ATGCTACAATGAAGGAACTAGCGAAGCTTTTCCCTG
ATGAAATTTCGGCAGATCAGAGCAAAGCAAAAATAT
TGAAGTACCATGT (@EPFIES:123)
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0ooO
GGAGAAAGAGAAACTTTCTGTCTTAAGAGTAATTAG
CAATGGCTTCCTCAGTTCTTTCCTCAGCAGCAGTTG
CCACCCGCAGCAATGTTGCTCAAGCTAACATGGTTG
CACCTTTCACAGGTCTTAAGTCTGCTGCCTCATTCC
CTGTTTCAAGAAAGCAAAACCTTGACATCACTTCCA
TTGCCAGCAACGGCGGAAGAGTGCAATGCATGCAGG
TGTGGCCACCAATTAACATGAAGAAGTATGAGACTC
TCTCATACCTTCCCGATTTGAGCCAGGAGCAATTGC
TCTCCGAAATTGAGTACCTTTTGAAAAATGGATGGG
TTCCTTGCTTGGAATTCGAGACTGAGAAAGGATTT
GTCTACCGTGAACACCACAAGTCACCAGGATACTAT
GATGGCAGATACTGGACCATGTGGAAGCTACCTATG
TTCGGATGCACTGATGCCACCCAAGTGTTGGCTGAG
GTGGGAGAGGCGAAGAAGGAATACCCACAGGCCTGG
GTCCGTATCATTGGATTTGACAACGTGCGTCAAGTG
CAGTGCATCAGTTTCATTGCCTCCAAGCCTGACGGC
TACTGAGTTTCATATTAGGACAACTTACCCTATTGT
CTGTCTTTAGGGGCAGTTTGTTTGAAATGTTACTTA
GCTTCTTTTTTTTCCTTCCCATAAAAACTGTTTATG
TTCCTTCTTTTTATTCGGTGTATGTTTTGGATTCCT
ACCAAGTTATGAGACCTAATAATTATGATTTTGTGC
TTTGTTTGTAAAAAAAAAAAAAAAAA @EOHRES:124)
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0ooO
TCTTTCTGTCTTAAGTGTAATTAACAATGGCTTCCT
CAGTTCTTTCCTCAGCAGCAGTTGCCACCCGCAGCA
ATGTTGCTCAAGCTAACATGGTTGCACCTTTCACTG
GTCTTAAGTCAGCTGCCTCGTTCCCTGTTTCAAGGA
AGCAAAACCTTGACATCACTTCCATTGCCAGCAACG
GCGGAAGAGTGCAATGCATGCAGGTGTGGCCACCAA
TTAACAAGAAGAAGTACGAGACTCTCTCATACCTTC
CTGATCTGAGCGTGGAGCAATTGCTTAGCGAAATTG
AGTACCTCTTGAAAAATGGATGGGTTCCTTGCTTG
GAATTCGAGACTGAGCGCGGATTTGTCTACCGTGA
ACACCACAAGTCACCGGGATACTATGACGGCAGATA
CTGGACCATGTGGAAGTTGCCTATGTTCGGATGCAC
TGATGCCACCCAAGTGTTGGCCGAGGTGGAAGAGGC
GAAGAAGGCATACCCACAGGCCTGGATCCGTATTAT
TGGATTCGACAACGTGCGTCAAGTGCAGTGCATCAG
TTTCATTGCCTACAAGCCAGAAGGCTACTAAGTTTC
ATATTAGGACAACTTACCCTATTGTCCGACTTTAGG
GGCAATTTGTTTGAAATGTTACTTGGCTTCTTTTTT
TTTTAATTTTCCCACAAAAACTGTTTATGTTTCCTA
CTTTCTATTCGGTGTATGTTTTTGCATTCCTACCAA
GTTATGAGACCTAATAACTATGATTTGGTGCTTTGT
TTGTAAAT (BdFUES:125)
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Doooo
TAGCAATAGCTTTAAGCTTAGAAATTATTTTCAGAA
ATGGCTTCCTCAGTTATGTCCTCAGCAGCTGCTGTT
GCGACCGGCGCCAATGCTGCTCAAGCCAACATGGTT
GCACCCTTCACTGGCCTCAAGTCCGCCTCCTCCTTC
CCTGTTACCAGGAAACAAAACCTTGACATTACCTCC
ATTGCTAGCAATGGTGGAAGAGTTCAATGCATGCAG
GTGTGGCCACCAATTAACATGAAGAAGTACGAGACA
CTCTCATACCTTCCTGATTTGAGCCAGGAGCAATTG
CTTAGTGAAGTTGAGTACCTTTTGAAAAATGGATGG
GTTCCTTGCTTGGAATTCGAGACTGAGCGTGGATT
CGTCTACCGTGAACACCACAACTCACCAGGATACTA
CGATGGCAGATACTGGACCATGTGGAAGTTGCCCAT
GTTCGGGTGCACTGATGCCACTCAGGTGTTGGCTGA
GGTCGAGGAGGCAAAGAAGGCTTACCCACAAGCCTG
GGTTAGAATCATTGGATTCGACAACGTCCGTCAAGT
GCAATGCATCAGTTTTATCGCCTCCAAGCCAGAAGG
CTACTAAAATCTCCATTTTTAAGGCAACTTATCGTA
TGTGTTCCCCGGAGAAACTGTTTTGGTTTTCCTGCT
TCCTTATATTATTCAATGTATGTTTTTGAATTCCAA
BlFES : 126)
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Doooo
AATGGCTTCCTCAGTTATGTCCTCAGCTGCCGCTGT
TGCCACCGGCGCCAATGCTGCTCAAGCCAGTATGGT
TGCACCTTTCACTGGCCTCAAGTCCGCAACCTCCTT
CCCTGTTTCCAGAAAACAAAACCTTGACATTACTTC
CATTGCTAGCAACGGCGGAAGAGTTCAATGCATGCA
GGTGTGGCCACCAATTAACAAGAAGAAGTACGAGAC
ACTCTCATACCTTCCCGATTTGAGCCAGGAGCAATT
GCTTAGTGAAGTTGAGTACCTGTTGAAAAATGGATG
GGTTCCTTGCTTGGAATTCGAGACTGAGCGTGGAT
TCGTCTACCGTGAACACCACAGCTCACCAGGATATT
ATGATGGCAGATACTGGACCATGTGGAAGTTGCCCA
TGTTCGGGTGCACTGATGCCACTCAGGTGTTGGCTG
AGGTCGAGGAGGCAAAGAAGGCTTACCCACAAGCCT
GGGTTAGAATCATTGGATTCGACAATGTCCGTCAAG
TGCAATGCATCAGTTTCATCGCCTACAAGCCAGAAG
GCTACTAGAATCTCCATTTTTAAGGCAACTTATCGT
ATGTGTTCCCCGGAGAAACTGTTTTGGTTTTTCCTG
CTTCATTATATTATTCAATGTATGTTTTTGAATTCC
AATCAAGGTTATGAGAACTAATAATGACATTTAATT
TGTTTCTTTTCTATATA @EFEs:127)
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Doooo
TAAATAATTAATTGCAACAATGGCTTCCTCTGTGAT
TTCCTCAGCTGCTGCCGTTGCCACCGGCGCTAATGC
TGCTCAAGCCAGCATGGTTGCACCCTTCACTGGCCT
CAAATCTGCTTCCTCCTTCCCTGTTACCAGAAAACA
AAACCTTGACATTACATCCATTGCTAGCAATGGTGG
AAGAGTCCAATGCATGCAGGTGTGGCCACCAATTAA
CATGAAGAAGTACGAGACACTCTCATACCTTCCTGA
TTTGAGCCAGGAGCAATTGCTTAGTGAAGTTGAGTA
TCTTTTGAAAAATGGATGGGTTCCTTGCTTGGAAT
TCGAGACTGAGCGTGGATTTGTCTACCGTGAACAT
CACAGCTCACCAGGATACTACGATGGCAGATACTGG
ACCATGTGGAAGTTGCCCATGTTCGGGTGCACTGAT
GCCACTCAGGTGTTGGCTGAGGTCGAGGAGGCAAAG
AAGGCTTACCCACAAGCCTGGGTTAGAATCATTGGA
TTCGACAACGTCCGTCAAGTGCAATGCATCAGTTTT
ATCGCCTCCAAGCCAGAAGGCTACTAAAATCTCCAT
TTTTAAGGCAACTTATCGTATGTGTTCCCCGGAGAA
ACTGTTTTGGTTTTCCTGCTTCATTATATTATTCAA
TGTATGTTTTTGAATTCCAATCAAGGTTATGAGAAC
TAATAATGACATTTAA EPRES:128)
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Doooo
GCACGAGGCTTCCTCAGTTATGTCCTCAGCTGCCGC
TGTTTCCACCGGCGCCAATGCTGTTCAAGCCAGCAT
GGTCGCACCCTTCACTGGCCTCAAGGCCGCCTCCTC
CTTCCCGGTTTCCAGGAAACAAAACCTTGACATTAC
TTCCATTGCTAGAAATGGTGGAAGAGTCCAATGCAT
GCAGGTGTGGCCGCCAATTAACAAGAAGAAGTACGA
GACACTCTCATACCTTCCTGATTTGAGCGTGGAGCA
ATTGCTTAGCGAAATTGAGTACCTTTTGAAAAATGG
ATGGGTTCCTTGCTTGGAATTCGAGACTGAGCATG
GATTCGTCTACCGTGAACACCACCACTCACCAGGAT
ACTACGATGGCAGATACTGGACGATGTGGAAGTTGC
CCATGTTCGGGTGCACCGATGCCACTCAGGTCTTGG
CTGAGGTAGAGGAGGCCAAGAAGGCTTACCCACAAG
CCTGGGTCAGAATCATTGGATTCGACAACGTCCGTC
AAGTGCAATGCATCAGTTTCATCGCCTACAAGCCCG
AAGGCTATTAAAATCTCCATTTTTAGGACAGCTTAC
CCTATGTATTCAGGGGAAGTTTGTTTGAATTCTCCT
GGAGAAACTGTTTTGGTTTTCCTTTGTTTTAATCTT
CTTTCTATTATATTTTTGGATTTTACTCAAGTTTAT
AAGAACTAATAATAATCATTTGTTTCGTTACTAAAA

AAAAAAAA @EHFRES:129)
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col-0 1 11 12 8.3
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5’ cagtttgettatgtcggatccataatatatttega
caagatactttgtttttcgatagatcttgatctgac
gatggaageccacaagacaatecgagactttcatgagt
tgagecagggtaaagaaaagectgetaagetatggatece
ccataagccecctaatcecttgtaaagtaaaaaaggatt
tggttatatggattgecatatctcaggagectttaact
tgccctttaatggettttactcttcAAAGTCTCGA
TTGTCTTGTGGCcATCCCGGGTCAAAGGGTGGGCGA
CTAGGAcagtttgecttatgtcggatccataatata
tttgacaagatactttgtttticgatagatcttgat
ctgacgatggaagecagtcgagtgegtgagecaagtceca
tgagttgagcageggtaaqaagaaaagetgetaagetat
ggatcccataagccecctaatccttgtaaagtaaaaaa
ggatttggttatatggattgcatatctcaggagett
taacttgeccctttaatggecttttactcttcACTTGC
TCACGCACTCGACTGe 3°  (@EHES: 166)
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atgtttcgttcagacaaggecggaaaaaatggataaa
cgacgacggagacagagcaaageccaaggecttettegt
tccgaagGTCTGATTTCTCTTTGTTTCTCTCTATAT
CTTTTTGATCGGTTTGAGT CTGATTTTGTATGTTT
GTTTCGCAGaggtgagtagtatcgaatgggaagectg
tgaagatgtcagaagaagaagaagatctcatttcecte
ggatgtataaactcgttgegcgacagGTTAGAGACTC
TTTCTCTCTCGATCCATCTTGTTGCTTTCTCTTTT
TTTTGGTCTTTCATGTTTTGTCGAATCTGCTTAGA
TTTTGATCTCAAAGTCGGTCGTTTATTTATGCATT
TTCTTGGTTTTTCTATTATATTATTGGGTCTAACT
TACCGAGCTGTCAATGACTGTGTTCAGCCTGATTT
TTGATCTTGTTATTATTCTCTGTTTTTTGTTTTAG
TTGTTCAAATAGCAAAACCTAATCAAGATTTCGTT
TTCAGTTTCTTTTTTTATATATGATTCTTTAGCAA
AACATATTCTTAATTTATGTCAGAACTCACTTTGG
CTAGTTTGGTTCAATTTTGATTACAGCATGTTTGT
ATGAAGTCAAAGTGTAAATTACGATTTTGGTTCGG
TTCCATAGAATTTTAACCGAATTACAAACTTTATG
CGGTTTTTATCGGAATAAAAGGTATTTGGTTAAGT
GTAAGTTCCTCAACACTGACTGTTAGCCTATCCTA
CGTGGCGCGTAGg tggegagttgatcgececggaagegat
cccgggacggacgecggagegagatagagagatatteg
gcttatgaaacacggecgtecgtttttgccaacagacg
aagagacttttttaggaaatga @EWHRES:167)
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Box No, JI ~ Observations where certain claims were found unsearchable (Confinnation 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 following reasons:

L. D Claims Nos.:

Befiapse they relate o subject matter net required £0 be searched by this Autherity, namely:

2. l:l 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 international search can be carried out, specificaliy:

3. DX ClaimsNos: 518, 26-42, 47-59, 67-90
because they are dependent claims and are not drafted in accordance with the second and third seniznces of Rule 6.4(a).

Box No. III l Observations where nuity of invention is lacking {Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
Please See Continuation Sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all
sea:'(_:hable claims.

Ag all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of any additional fees. ’

uadg

As only some of the required additional search fees were timely paid by the applicant, this international search report
coyers anly those claims for which fees were paid, specifically claims Nos.:

W

4, ’E 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 clafms; it is covered by claims Nos.: Group I, 1-4, 19, 43-46, 60

Remark on Profest D The additional search fees were accampanied by the applicant’s protest and, where applicable, the
- payment of 3 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.
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BOX I1I. OBSERYATIONS WHERE UNITY OF INVENTION IS LACKING
This application contains the following inventions or groups of inventions which are not so linked 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 fees must be paid.

Group |, claim(s) T4, 19, 43-46, 60, drawn to a first method, for down regulating a target sequence in a cell, comprising introducing into
the cell a nucleic acid construct comprising a polynucleotide encoding a modified miRNA precursor capable of forming a double-stranded
RNA or a hairpin, wherein the miRNA is fully complementary to the target sequence; or wherein the method comprising introducing two or
more of said polynucleotides.

Group I1, claim(s) 1-4, 19, 4346, 60, drawn to a second method, for down regulating a target sequence in a cell, comprising intreducing
into the cell a nucleic acid construet comprising a polynucleotide encoding a modified miRNA precursor capable of forming a double-
stranded RNA or a hairpin, wherein the miRNA is fully complementary to the target sequence except for GU base pairing; or wherein the
methed comprising introducing two or more of said polynocleotides.

Group [I1, elaim(s) 1-4, 19, 43-46, 60, drawn to & third method, for down regulaling a target sequence in a cell, comprising inireducing inte
the cell a mucleic acid construct comprising a polynucleotide encoding a modified miRNA precursor capable of forming a double-stranded
RNA or a hairpin, wherein the miRNA is fully coreplementary io the target sequence in the first ten nucleotides coumting from the 5' ¢nd of
the miRNA; or wherein the method comprising introducing two or more of said polynucleotides.

Group [V, claim(s)20-23, 61-64, drawa to a first product, an isolated nucleic acid constnict comprising a polynucleotide enceding a
modified miRNA precursor capable of forming a doubke-stranded RNA or a hairpin, wherein the miRNA is fully complementary to the
target sequence; or wherein the nucleic acid construct comprises two or more of said polynucleotides.

Group V, claim(s) 20, 21, 24, 25, 61, 62, 65, 66, drawn to a second product, an isolated nucleic acid construct comprising a polynucleciide
encoding a modified miRNA precurser capable of forming a double-stranded RNA or a hairpin, wherein the miRNA {5 fully
complementary to the tarpet sequence except for GU base pairing; or wherein the method comprising intreducing two or more of said
polynucleotides.

Group VI, claim(s) 20, 21, 61, 62, drawn to a third product, an iselated nucleic acid construct comprising a polynucleotide encoding 2
modified miRNA precursor capable of forming a double-stranded RNA or a hairpin, wherein the miRNA is fully complementary to the
target sequence in the first 10 nucleotides counting from the 5' end of the miBNA; or wherein the method comprising introducing two or
more of said polymicleotides.

Claims 5-18, 26-42; 47-59, and 67-90 are multiple dependent claims and are not searchable.

The inventions listed a5 Groups I-¥1 do not relate to a single peneral inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reesons: the technical feature shared between the
groups is a polyricleotide encoding 2 miRNA hat has complementarity to the target sequence, either fully complementary, filly
complementary except for GU base pairing, or only complementary in the first 10 nucleotides to the target sequence. US 2004/0053411
(published 18 March 2004) teaches a method of inhibiting expression of a gene in a plant cell, comprising expressing a miRNA precursor
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having a stem loop structures and that complementarity in at least the first 10 nucleotides starting at the 5' end, to the target sequence (page
5, paragraph [0047]-page 7, peragraph [0060]; page 14, claims; drawings, sheet 3). The shared technical feature is therefore not special.
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