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Variants of microRNAs (isomiRs), are commonly reported but their functional
significance has been debated. Our study demonstrates that isomiRs are not junk,
and that they function cooperatively with parental miRNAs.
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Z@ Methods & Materials

Total miRNAs MiRNAs bound to mRNAs that are in polysomes
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to study miRNA to study miRNA-mRNA ) | canonical A% T
complexity interactions

- 10 adult tissues - assays direct interactions SR Site [Somiss | End site ISomiRs Snd site Somiss

- multiple individuals - 10 miRNAs and isomiRs :

- multiple prep mehtods -arrayed on HT-12 chips

- ~1/2 billion mapped tags - RNA-seq on targets

MiRNA-seq of polysomes shows that there is no real difference
between the number or type of ‘active’ isomiRs compared to
all isomiRs in vivo.
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Many isomiRs are AGO cleavage

mMiRNA-seq data (Cifuentes et al., Science 2010, 328:1694-8)

p ro d u Cts shows that miRNAs and isomiRs:'identified as A’\GOZ. cleavage

candidates are knocked out in AGO2 mutant cells.
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