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                To the Editor:
RNA sequencing technology provides various advantages over DNA microarrays. For example, it is possible to measure alternative transcription1 or measure transcription for noncoding regions2 de novo. Another potential advantage is low technical variation2,3,4. This has led to rapid adoption of the technology and a recent surge of publications5. We would like to caution, however, that the euphoria surrounding the technology has led many of these publications to discount the influence of biological variability, forgetting perhaps that unwanted variability in gene expression measurements is not due only to measurement error. Gene expression is a stochastic process6 and is known to vary between units considered to be of the same population, for example, in samples from a specific healthy tissue across individuals7. In a typical experiment, variation in gene expression measurements [Var(Expr)] can be decomposed8 as the following:
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                    Figure 1: Biological variability measured with sequencing and microarrays.[image: ]
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