Supplementary tables and figures

Table S1. Version and execution details for each tool.

Methods Version Execution

MIRANDA MIRANDA v3.3a MIRANDA mir_file mrna_file

INTARNA INTARNA 2.3.1 using INTARNA -q mir_file -t utr_file —out STDOUT -outMode C -n
ViennaPackage 2.4.11 nb_predictions
and boost 1.68.0

PiTA Version 2008 64bit PITA -utr utr_file -mir mir_file -prefix output

MEME MEME suite 5.4.1 MEME sequence_file -dna -oc script_path -nostatus

Vienna Package

2.4.15

-time 14400 -mod oops -nmotifs nb_motifs -minw min_size_motif -maxw
max_size_motif -objfun classic -revcomp -markov_order 0 -text




IntaRNA, Miranda, Pita on mouse Seqy, dataset

IntaRNA, Miranda, Pita on mouse Seqc dataset
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Figure S1. Performance of the three methods considering accessibility and seed match on the mouse Seqyy and Seq¢ datasets.
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Figure S2. Performance of INTARNA considering or not accessibility and seed match on the mouse Seqyy and Seqc datasets. The term
wo in the Figure stands for WithOut.



IntaRNA, Miranda, Pita on human Seq,, dataset

IntaRNA, Miranda, Pita on human Seqc dataset
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Figure S3. Performance of the three methods considering accessibility and seed match on the human Seqy; and Seq¢ datasets.
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IntaRNA, IntaRNA wo Acc, IntaRNA wo Seed on human Seqc dataset
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Figure S4. Performance of INTARNA considering or not accessibility and seed match on the human Seqyy and Seqc datasets. The term
wo in the Figure stands for WithOut.
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Figure S5. Normalised accessibility of all classes on Seqyy of the human dataset. In red, the normalised accessibility when considering

only the optimal structure with a sliding window. In darkgreen and in olivegreen, the normalised accessibility computed with
RNAPLFOLD with an accessible window u of 1 and 8.
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Figure S6. Normalised Accessibility of all classes on Seqyy of the mouse dataset. In red, the normalised accessibility when considering
only the optimal structure with a sliding window. In darkgreen and in olivegreen, the normalised accessibility computed with
RNAPLFOLD with an accessible window u of 1 and 8.
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Figure S7. One randomly selected interaction for each class on each location on the human dataset. In red, the normalised accessibility

when considering only the optimal structure with a sliding window. In green, the accessibility computed with RNAPLFOLD with an
accessible window u of 8.
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Figure S8. One randomly selected interaction for each class on each location on the mouse dataset. In red, the normalised accessibility
when considering only the optimal structure with a sliding window. In green, the accessibility computed with RNAPLFOLD with an
accessible window u of 8.
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Figure S9. Histogram representing the number of miRNAs by f-score on Seqyy, for each dataset and for each class. In orange, are the
datasets with at least 2 targets, and in green those with at least 10 targets. Note that the green dataset is a subset of the orange one
which implies that the green number of miRNAs is equal or smaller than in the orange.
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Human dataset summary boxplot with at least 2 sequences
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(a) Correlation with the miRNA and the seed summarized.

Human Seqg, datasets with at least 2 sequences
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Human dataset summary boxplot with at least 10 sequences
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Human Seqg, datasets with at least 10 sequences
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(b) P-value from the comparison of the motifs with the sequences given by CLASH. The boxplot indicates the distribution of the
p-values for each class when comparing the best motif predicted by MEME with either the seed (seed) or the miRNA (mi) on datasets

with more than 2 or 10 sequences.

Human seqy, datasets with at least 2 sequences
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Human seqy, datasets with at least 10 sequences
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(c) P-value from the comparison of the motifs with Seq, datasets. The boxplot indicates the distribution of the p-values for each class
when comparing the best motif predicted by MEME with either the seed (seed) or the miRNA (mi) on datasets with more than 2 or 10

sequences.

Figure S10. Boxplots on the human dataset.



Mouse dataset summary boxplot with at least 2 sequences
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Mouse dataset summary boxplot with at least 10 sequences
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(a) Correlation with the miRNA and the seed summarized.
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(b) P-value from the comparison of the motifs with the sequences given by CLASH. The boxplot indicates the distribution of the
p-values for each class when comparing the best motif predicted by MEME with either the seed (seed) or the miRNA (mi) on datasets

with more than 2 or 10 sequences.

Mouse seqy, datasets with at least 2 sequences
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(c) P-value from the comparison of the motifs with Seq, datasets. The boxplot indicates the distribution of the p-values for each class
when comparing the best motif predicted by MEME with either the seed (seed) or the miRNA (mi) on datasets with more than 2 or 10
sequences.

Figure S11. Boxplots on the mouse dataset.



