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(57) ABSTRACT 
A method to generate siRNAs in vivo is described, as are 
constructs and compositions useful in the method. The 
method does not depend on the use of DNA or synthetic 
constructs that contain inverted duplications or dual promot 
ers so as to form perfect or largely double-stranded RNA. 
Rather, the method depends on constructs that yield single 
stranded RNA transcripts, and exploits endogenous or in 
vivo-produced miRNAs or siRNAs to initiate production of 
siRNAs. The miRNAs or siRNAs guide cleavage of the tran 
script and set the register for production of siRNAs (usually 
21 nucleotides in length) encoded adjacent to the initiation 
cleavage site within the construct. The method results in 
speci?c formation of siRNAs of predictable size and register 
(phase) relative to the initiation cleavage site. The method can 
be used to produce speci?c siRNAs in vivo for inactivation or 
suppression of one or more target genes or other entities, such 
as pathogens. 
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Figure 108 
MIR156a aaacgggttcctaatcttTATATATAccttccatcatcaaaagaccattcAttgttcact 
MIR156a ataaagaaaggtaagactctttgaaatagagagagataaggttttctcttAtcttcttct 
MIR156c tcttctcctctcctcttattaatctaatcctcctccccgaatatttctcthctttagtt 
MIR156c ctcttctccttcggtTATAAATAttctctccggttttgcttgtttaacctAaaagcctca 
MIR156e tctatccccatttggcTATAAAAAgccccgacaggtctcagtttcttcccAcatccaaag 
MIR156f tctctccattttggcTATAAAAAgccacaacagggtctccatttcttccchagccaatg 
MIR157c tttctcaacttactccTATAIATAtacacattactctctattttcccttthcacttcat 
MIRl57d tggtctcaaatctttccTATATATAcacaccactttccattacaccatttActcttcacc 
MIRlSQa tgttcctttttttcttttctttttattcttctatcacgaatatctaaaccAcTATAATTA 
MIR159a acgaatatctaaaccacTATAATTAcgactctctatctatcatttcttccAaaacatgac 
MIR159b ggctacagatttttgtctttaaaaagccattcaagtttcaatggtttttcActtttgttc 
MIR319a gttctaaatttgaagctTATAAAAAcccatcactacttttgcatacttgtAtccgcagtg 
MIR3l9b tacctttgtttttgcTATAAAAAgccataactccttcattttctttagacAtctcttctt 
MIRl60a tcttgtctacaTATACATATATTTATAtacacacatgtatctctctcatcAcacccttaa 
MIR160a atcccacccttaattgtttTATATAAAccatttctcctcctctctccatcAccttcaatc 
MIRl60b tttatcatttttctcctcTATATATAtgtgccaccattcctcttatactcAtaactctcc 
MIRlGOc tcttctctctttccccttTATATATTtgtaccacatattcctcttcaaccAaaactcttc 
MIR161a ctttctcttcttccttcaTATTTATAtacaaccttctctcacttatctctAactcatcct 
MIR162a tgttatgagacttttagatacattttagtTATAAATAtgaatcaaatacaTtttagttct 
MIRlGZa tttagatacattttagtTATAAATAtgaatcaaatacattttagttctagAagaaaaaac 
MIRl62a accagatctataaagtttgtTATTAAAAgatagagagagaggagggatgtAgtaggccaa 
MIRl63a catcaaaggaaaattagTATAAATAagcatagaggcgtccatggattatcAcagttctca 
MIR164a ctagcaacctagcactTATAIATGtagagtttgtgaaatttagggcagacAagcccccac 
MIRl64a atgcaatctttgggccTATATATAcaaacctttccataaccaaagttctcAtactacaaa 
MTRl64b atagatatttccgtttgcTATAAATGagaaagcacttacaacatacatacAttctctctt 
MIR165a tgtttctgttgtgtctTATTAAAAgcccatcttcgtctccgccactcatcAttccctcat 
MIR166a tctccactactcaatttcttcataaaacccccctttttatttctctcattthtcttcca 
MTRl66a aatttcttcataaaacccccctttttatttctctcattctctcttccatcAtcaccactc 
MTRl66b tcttgagtttttttctcttcttaaaaacctcttcttcacttatccttctcAtcattctct 
MIRl66c tggtcatttgtgcctcTATATATAcaagacataggtttattttgtctcacAcataccttt 
MIRl66d ttgctcctctctcctathATAAATAttcgcctcacacatagacctatttAgcttcttct 
MIR167a tctcctccttatcccttcTATATAAAcactcgtcttcttcttcacttgatGaacagaaaa 
MIRl67b caaatcctctctcatctctttcTATAAGTAtctatagcgcctcttaaaccAcaaagcatc 
MIR169a tatctctgacccatcttcTATATAAAcccagagcgggtaagtcctctagtAttcataagc 
MIRl69c aactggtagaaagatcTATAAGTAcgatacaccttatacttcaagagagcAagacaatgc 
MIRl69h ttcgtacggtcatgcctatataacacacatagtagtcttgtgggatactcAtcaacaacc 
MIR1691 ttccttctctcaagggtTATAAATAaaacgagagcacatgaatgtaaggcAtgagacata 
MIR169n cgagtctcgagggtTATAAAAAgagagcacatgcatgtatggaataaggcAaaaacatat 
MIRl70a tgagagtagcagagtTATTAAATgcttcgcagaattgcagttgcacattcActcccttct 
MIRl7la taattcttcctcaaaatcttttctctttttttggtTATATATAtttgaatTttgatttat 
MIRl7lb cttcttcaaccatcttchATTTATAtcttcttcttcactatgcatactcAtaaactttg 
MIRl7lc tcttcatcaccctcttchATTTATAtctccttcactctgcaaacccaagAaaaaacatt 
MIRl72a ccaaataaatcaacaTATATATTattacacagtcacatctcttactgtgcATATATATTt 
MIRl72a acatctcttactgtgcaTATATATTtagacaaacacatctctctctctctAtctctctca 
MIR172a gttttactattttagcagTATATATTaagaagttcagatgttattcgatcAtctgttttt 
MIR172b aagtcattgcgtgtctcTATAAATAccacacttcaccttcttcttcactthacctctca 
MIRl72b tttttctcgtttttttcttcttcttctccaagaaaatagagatcgaaaagAttagatcta 
MIR172c tttaatttgttaatTATATATAttttatgcacatcattggagaaaacaccAaataggctc 
MIRl72c tctttatcgcttcaTATATATAaaagtctacatctatctctttctaggtcActagctaga 
MIR172e aaaaggttttacggtttgthATAAAAGacttgcaatcttgagatatgtcAtattgagaa 
MIR172e atatgtcatattgagaactctttagcctttggcttctgttcctgacacttAtatagtgaa 
MIR172€ tttcatatgagthATATATTcatgtacctatCtctthaattgcttCtCAccaaaatca 
MIR394a tgttagatctgaggtcTATTAAAAtccgaatcctttcaatctcttctcttAttccatcac 
MIR394a agggttttaagccaagcttatatagcccgtcataaagagaactcatctgcthtctctca 
MIR394a ctctcaataccAATAAATAtcaccaccgtccttctctcctatcactattcAatctatcgc 
MIR395c gactctttgcaataataTATAAATAggcatgcagtgttagtgttgtttgtAtcatgacag 
MIR395e acaatgcttccaatthATATATAaaacgccagtccctccattctttttcAaaccctaac 
MIR396a ctcttcccttgtccccTATAAATAtctttctatcgaccatcttccttctcAcaacttcaa 
MIR397b aagacacgaccaaatgtctTATAAATGatatttgtgtttatctccatggtAatagaaatg 
MIR398c tcatttgttgtgttgthATATATAgtagctctcagcagatttgaaggatAtcgaaactc 
MIR399b cacacacgcatatataTATAAATAcagacacaagccttcatatggatcttAtagagatga 
MIR399c ccactttTATTAAAActcaTATATATAcactgagccattagtccatgaatAaccaaccag 
MIR399d aaacactttcatcaacTATATATAcatactttgctagtccaacttccaatAactcaaaat 














































































































































































































































































































