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(57) ABSTRACT

The invention provides engineered RNA precursors that
when expressed in a cell are processed by the cell to produce
targeted small interfering RNAs (siRNAs) that selectively
silence targeted genes (by cleaving specific mRNAs) using
the cell’s own RNA interference (RNA1) pathway. By intro-
ducing nucleic acid molecules that encode these engineered
RNA precursors into cells in vivo with appropriate regulatory
sequences, expression of the engineered RNA precursors can
be selectively controlled both temporally and spatially, i.e., at
particular times and/or in particular tissues, organs, or cells.
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FIG. 2A

U GA U
5 ' -GGCARARUGAGGUAGUAGGUUGUAUAGUA U AU A

C
37 UCGUUUCUUUCAUC‘GUGUAACAUAUCAU ACUACA

G
l al L |
stem \\\\ loop
bulge unpaired
nucleotide
(SEQ ID NO:1)
FIG. 2B

GA U
5 “-GGCAAACGUACGCGGAAUACUUCGAUU AU AU A

C
3 "-UCGUUUGCAUGCGCCUUAUGAAGCUAA U ACUACA

(SEQ ID NO:2)

FIG. 2C

GA U
5 " -GGCAAAUGCUUGAAGCAGCUCUGGAGUA U AU A

C
3 "-UCGUUUACGAACUUCGUCGAGACCUCAU ACUACA

(SEQ ID NO:3)
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