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During the past decade, small RNAs have emerged as crucial regulators of gene also been adapted for use as tools based on reprogramming the RNAi machinery to silence

expression and genome function, having roles in almost every aspect of biologyl. Many specific coding or non-coding RNAs. These tools have been exploited to investigate gene
small RNAs act through RNA interference (RNAi)-related mechanisms, which involve function in cultured cells and in living animals. Genome-scale collections of silencing
programming the RNA-induced silencing complex (RISC) to recognize and repress targets.  triggers permit phenotype-based genetic screens to be carried out easily in organisms in
One class of small RNA, the microRNAs (miRNAs), naturally regulates programmes of gene  which they were previously difficult or impossible. Such strategies are being used to

G E N ETI CS expression. Altered miRNA function contributes to human disease, and manipulation of discover and validate new therapeutic targets, and small RNAs themselves may offer a
specific miRNAs is now being pursued as a novel therapeutic modality. Small RNAs have mechanism for inhibiting targets that are currently viewed as 'undruggable’.
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Small RNA function
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target identification have also been developed, such as crosslinking gene function. In mammals, two types of RNAi triggers are widely
immunoprecipitation (CLIP)> and tandem affinity purification of miRNA target used. siRNAs are transiently delivered to cells, usually in culture, T
mRNAs (TAP-Tar)®. Functional studies of small RNAs can rely on conventional and enter RISC without the need for fur.ther processing™.
miRNA decoy Argonaute protein genetic strategies, such as knockouts. Overexpression of miRNA and the use shRNAs must be expressed from a transiently delivered or I
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