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With the discovery of CRISPR, gene editing has gained tremendous traction in the scientific community due to its ease of application and low cost. The rise in popularity mirrors that of the use of RNA

interference (RNAI) in the early 2000s. Although RNAI is still widely used today for functional genomics, screening efforts are hampered by the lack of specificity of individual siRNAs, giving rise to wide-
ranging off-target effects and hence, unreliable results. Many are therefore now turning to CRISPR which promises higher specificity and clearer phenotypes due to complete depletion of gene activity.

Here we compare key features of both technologies, bringing to attention that complete gene knock-out also comes with its own set of challenges. Of particular importance is the phenomenon of
adaptation, which has now been shown to occur in several gene knock-out models. The complete knock-out of a gene can incur compensatory effects not seen when a gene is transiently knocked-down.
With siPOOLs, transient knock-down by RNAi can be specific and potent. The dose-dependent nature of RNAi-mediated gene knock-down also mimics pharmacological inhibition. In view of their
complementary strengths and challenges it seems highly commendable to use both RNAi and CRISPR for a thorough investigation and understanding of gene function. With siPOOLs, a new and extremely
specific RNAi reagent has now become available that will allow RNAi screening with dramatically reduced off-target effects.
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