Human cancer tissues exhibit reduced A-to-1 Editing of

MIRNAs coupled with elevated editing of their targets

Yishay Pinto, Ilana Buchumenski, Erez Y. Levanon and Eli Eisenberg

Supplementary Figures (13)



Picardi et al. 2015

Zheng et al. 2016
Alon et al. 2012

Nigita ef al. 2015
Gong et al. 2014

Supplementary Figure S1: Low overlap between different studies that computationally detected de
novo A-to-I miRNA editing. Venn diagram of 5 studies that detected miRNA editing sites by
analyzing miRNA-seq data.
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Supplementary Figure S2: De novo mismatches detection shows high enrichment of A-to-G
mismatches. Number of mismatches per type following the optimization scheme. Almost only A-

to-G mismatches are observed suggesting high signal-to-noise ratio.
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Supplementary Figure S3: Correlation between differential miRNA editing and expression levels.
For each of the miRNA with differentially edited site (Figure 3; Supplementary Table S4) we
calculated the fold-change (tumor mean/normal mean) of its editing and expression levels and

correlated them. No correlation was found (r=-0.02; p=0.69).
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Supplementary Figure S4: Enriched diseases and biological functions for the edited version of

miR-376a-5p target genes (upper panel) and for the unedited version of miR-376a-5p target genes

(lower panel) by ingenuity pathway analysis (IPA, http://www.ingenuity.com).
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Supplementary Figure S5: Enriched diseases and biological functions for the edited version of

miR-376a-3p target genes (upper panel) and for the unedited version of miR-376a-3p target genes

(lower panel) by ingenuity pathway analysis (IPA, http://www.ingenuity.com).
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Supplementary Figure S6: Enriched diseases and biological functions for the edited version of

miR-376¢-3p target genes (upper panel) and for the unedited version of miR-376¢-3p target genes

(lower panel) by ingenuity pathway analysis (IPA, http://www.ingenuity.com).
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Supplementary Figure S7: Enriched diseases and biological functions for the edited version of

miR-381-3p target genes (upper panel) and for the unedited version of miR-381-3p target genes

(lower panel) by ingenuity pathway analysis (IPA, http://www.ingenuity.com).
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Supplementary Figure S8: Enriched diseases and biological functions for the edited version of

miR-411-5p target genes (upper panel) and for the unedited version of miR-411-5p target genes

(lower panel) by ingenuity pathway analysis (IPA, http://www.ingenuity.com).
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Supplementary Figure S9: Enriched diseases and biological functions for the edited version of
miR-497-5p target genes (upper panel) and for the unedited version of miR-497-5p target genes

(lower panel) by ingenuity pathway analysis (IPA, http://www.ingenuity.com).



(anEa-d H-g)Bo)-

Jodsue.] ejnae|o

B5ESIC] [EUNSAIUID.]SED)

SANIELLIoUGY
pue Aanlug [ewsiuebuic

JBIuEDy

| s.i3paesiq
W crssn pue oo

. asuodsay AoJELILEYU]

. aseasiq AiojeuwEgUL

. uswdoAag anssiy

uoyaung pue
JUBAO[EABG WIRSAS SNOABH]

[l eudopnea 0

sUopIpUOD
pue ssseas|] [eaIE0jaiRULIAG

uopUng pue
JusLdaEAR LIS pUE 1eH

I eusron e

. s13p.osIq Weiss BUMBEpUT

| BT

. ABojoyd.opy B0

a3LELAUIE
| pue uonaung enEs

l SURp.IOSI] BMss]) 3ARARLLOD

l aseasi aiBojounwLI

I =-oesa fooreasoy
R 5:=vei0 weisis neden

I =20 eosoun

I =:e=50 S pue eusy

R o5 sueo

l aseasiq) Wegshs sanInpo.dey

85883 [EUNSAILIC.ISED)

| EULIOUGY

w2 w9 w2
222222

(enea-d H-g)Boj-

Supplementary Figure S10: Enriched diseases and biological functions for the edited version of

miR-589-3p target genes (upper panel) and for the unedited version of miR-589-3p target genes

(lower panel) by ingenuity pathway analysis (IPA, http://www.ingenuity.com).
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Supplementary Figure S11: Enriched diseases and biological functions for the edited version of

miR-6503-3p target genes (upper panel) and for the unedited version of miR-6503-3p target genes

(lower panel) by ingenuity pathway analysis (IPA, http://www.ingenuity.com).
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Supplementary Figure S12: Higher global targets-editing levels in tumors in comparison to their
matched normal samples. Boxplot of the targets-editing index per sample for all 714 matched

samples (Supplementary Table S2). p=3.55x1022, Wilcoxon signed-rank test.
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Supplementary Figure S13: ADARB1 (ADAR2) expression in human cancers. RSEM normalized
counts are shown for each tissue type. *p<0.05 Mann-Whitney test followed by a Benjamini
Hochberg multiple testing correction. Error bars denote +SEM. See Supplementary Table S1 for

tissues acronyms.



