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Controversy
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Endogenous mRNAs can titrate microRNAs?

“C2C12" cells: induction
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differentiation
myoblast
J miR-1/206
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For individual titration to occur, concentrations must be in specific
ranges.

» Goal: absolute quantification of intracellular concentration of
miR-133, miR-1/miR-206 and their targets.
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Absolute mRNA and microRNA quantification
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Experimental identification of targets: differential CLIP

» Predictions exclude non canonical binding that may contribute
to general titration.

» Predictions may bear false positives.

» Some sites may not be really bound (sites not accessible).



Experimental identification of targets: differential CLIP
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Clipped targets have high predicted affinity
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Clipped targets are enriched in seed and simili-seed matches

miR-1/206 targets miR-133 targets
seed-match
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Titration capacity of each individual binding site:

Incorporation of concentration data:
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Strongest titrators
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Titration occurs

» Some mRNAs can efficiently titrate miRNAs in endogenous
concentrations.

» This could be another function for conserved miRNA binding
sites.

» Each cell type may express a variable set of titrators, resulting
in a set of conserved binding sites with miRNA titrating
activity.
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