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            Abstract
MicroRNAs (miRNAs) are a class of noncoding RNAs that post-transcriptionally regulate gene expression in plants and animals1,2. To investigate the influence of miRNAs on transcript levels, we transfected miRNAs into human cells and used microarrays to examine changes in the messenger RNA profile. Here we show that delivering miR-124 causes the expression profile to shift towards that of brain, the organ in which miR-124 is preferentially expressed, whereas delivering miR-1 shifts the profile towards that of muscle, where miR-1 is preferentially expressed. In each case, about 100 messages were downregulated after 12â€‰h. The 3â€² untranslated regions of these messages had a significant propensity to pair to the 5â€² region of the miRNA, as expected if many of these messages are the direct targets of the miRNAs3. Our results suggest that metazoan miRNAs can reduce the levels of many of their target transcripts, not just the amount of protein deriving from these transcripts. Moreover, miR-1 and miR-124, and presumably other tissue-specific miRNAs, seem to downregulate a far greater number of targets than previously appreciated, thereby helping to define tissue-specific gene expression in humans.
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                    Figure 1: Tissue-specific gene expression rankings for downregulated genes.[image: ]


Figure 2: Over-represented motifs in the 3â€² UTRs of downregulated genes.[image: ]


Figure 3: Microarray analysis of the effects of miRNA mutations.[image: ]


Figure 4: MicroRNA-directed repression of renilla luciferase reporter genes bearing 3â€² UTR segments from predicted target genes.[image: ]
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