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Overview of the study
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Selection of miRNAs from miRBase
(v21, 2654 mature miRNAS):

* High confidence miRNAs (from miRBase)

* Predicted by Diana web server v5.0 to target
molecule(s) related to IL-6 signaling

*Top 100 regulated miIRNAs wupon hy-IL-6
stimulation in primary hepatocytes (access #:
E-MTAB-6572)

S Previously published STAT3-regulated miRNAs
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538 selected
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[ 1st screen in Hek293T-STAT3-RE-Cluc cells
Selection criteria:

« 1 or | luciferase activity by at least 15% without
strong effect on cell viability (90-110%)
« 1 luciferase activity with cell viability below 90%
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2nd screen in Hep3B-rPAP1-Cluc cells
Selection criteria:

« T or | luciferase activity by at least 45% without
strong effect on cell viability (75-110%)
« 1 luciferase activity with cell viability below 90%

[ * ! luciferase activity with cell viability above 110% |

1
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Functional validation in Hep3B cells

Western Blot analysis of miRNA effects on
endogenous pSTAT3 and STAT3 protein levels
upon stimulation

1
15 selected

\

Target identification in Hek293T cells

Luciferase-3'UTR reporter assay

1
10 selected

Target validation and functional analysis

 Analysis of miRNA effects on endogenous gp130,
JAK1 and STAT3

* Analysis of effects of selected miRNAs (including
combinations) on (hy-)IL-6-inducible genes
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(A) Principle of the luciferase reporter assay. At day 1, cells were reverse transfected with a library of selected miRNA
mimics (20 nM) and stimulated with 20 ng/mL hy-IL-6 at day 3. Upon stimulation, the secreted Cypridina luciferase
gene is expressed in a STAT3-dependent manner. After 24 h, cell supernatants were collected and used for luciferase
assay. Left panel: Some miRNA mimics as well as the negative control have no effect on the JAK/STATS3 signaling
pathway, therefore a « normal » luciferase activity was measured in the supernatant of the cells. Right panel: Some
mimics could have positive (e.g. by targeting negative regulators such as SOCS3) or negative effects (e.g. by targeting
signaling molecules such as the receptor gp130) on the pathway, leading, respectively, to an increased or decreased
luciferase activity measured. The STAT3-specific promoter rPAP1 was used for the screen performed in engineered
Hep3B cells. (B) Fold induction of the luciferase activity measured in the supernatant of unstimulated and stimulated

cells.
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Screening results for the 129 selected candidate miRNAs in Hep3B-reporter cells (stably expressing the Cypridina
luciferase gene under the control of the IL-6-inducible rPAP1 promoter). Cells were transfected with 20 nM mimics or
Negative Control (NCM1) and stimulated with 20 ng/mL hy-IL-6 for 24 h. (A) (Y axis) Relative luciferase activity of
transfected samples normalized to NCM1-transfected control samples. (X axis) Relative cell viability of transfected
samples was determined with PrestoBlue, normalized to control samples with transfection reagent only. (B) The
luciferase activity for each miRNA mimic was normalized to the associated viability. Dots represent the averaged
luciferase activity obtained from 3 biological replicates. Some miRNA mimics reduced the level of pSTAT3 but were not
further considered as they have been already associated with the JAK/STAT pathway (e.g. miR-17-5p targets STAT3
[He et al., 2013]) or well-studied (e.g. miR-25-3p, reviewed in Sarkdzy et al., 2018, for its target genes and role in

tumorigenesis).
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Hek293T cells were co-transfected with the selected mimics and the backbone vector harboring the Gaussia luciferase
cDNA without 3’'UTR inserted. Negative control mimic 1 (NCM1) is shown in white. Error bars represent standard
deviation of 3 biological replicates. Kruskal-Wallis followed by Dunn's Post-Hoc test were performed to assess
statistical significance represented with * adjusted p-value <0.05. Refers to Figures 2, 4 and S7.
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(A, C) Non-neoplastic PH5CHS liver cells and (B, D) Hep3B hepatoma cells were either left untreated (Ctrl, in purple)
or transfected with a negative control (NCM1, in gray) or one of the selected miRNA mimics and analyzed for gp130
expression level by flow cytometry. (A-B) Overlap. (C-E) Relative median of gp130-PE intensity in (C) PH5CHS, (D)
Hep3B, and (E) in IGR39, DU145, A549, and HEK293T cells. Error bars represent the mean of 3 biological replicates.

Refers to Figures 2 and 6.
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Expression levels of miR-16-1-3p, miR-4473 and/or miR-520f-3p upon reverse transfection of PHSCHS8 cells with the

corresponding mimics (represented by the Ct values obtained by qPCR; thus, successful transfection is reflected by

reduced Ct values). Panel at the bottom indicates the applied treatments per lane. Refers to Figure 3.
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Hek293T cells were co-transfected with the selected mimics and the vectors harboring the Gaussia luciferase cDNA
fused to the 3'UTR of (A) SOCS3 or (B) IL6R. Negative control mimic 1 (NCM1) is shown in white. Error bars
represent standard deviation of 3 biological replicates. Kruskal-Wallis followed by Dunn's Post-Hoc test were
performed to assess statistical significance represented with * adjusted p-value (adj.p.)<0.05, * *adj.p.<0.01,
* % % ajd.p.<0.001. Refers to Figure 6.
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Expression levels of IL6R, gp130, JAK1, STATS3 (relative to IL-6 sample) as well as of miR-124-3p, miR-16-1-3p and

/or miR-299-3p upon reverse transfection of Hep3B cells with the corresponding mimics (represented by the Ct values
obtained by gPCR; thus, successful transfection is reflected by reduced Ct values). Panel at the bottom indicates the

applied treatments per lane. Refers to Figure 5.



Table S1

List of all miRNAs present in the library.

538 human miRNA mimics were screened in Hek293T reporter cells.

miRNA Accession # miRNA Accession # miRNA Accession # miRNA Accession # miRNA Accession # miRNA Accession #
let-7a-3p MIMAT0004481 miR-1306-3p MIMAT0005950 miR-181d-5p MIMAT0002821 miR-219b-3p MIMAT0019748 miR-3142 MIMAT0015011 miR-365 MIMAT0000710
let-7a-5p MIMAT0000062 miR-1307-3p MIMAT0005951 miR-182-5p MIMAT0000259 miR-221-3p MIMAT0000278 miR-3143 MIMAT0015012 miR-3652 MIMAT0018072
let-7b-5p MIMAT0000063 miR-130a-3p MIMAT0000425 miR-183-5p MIMAT0000261 miR-221-5p MIMAT0004568 miR-3144-5p MIMAT0015014 miR-3656 MIMAT0018076
let-7d-5p MIMAT0000065 miR-130a-5p MIMAT0004593 miR-185-5p MIMAT0000455 miR-222-3p MIMAT0000279 miR-3148 MIMAT0015021 miR-3658 MIMAT0018078
let-7e-5p MIMAT0000066 miR-130b-3p MIMAT0000691 miR-186-5p MIMAT0000456 miR-223-3p MIMAT0000280 miR-3149 MIMAT0015022 miR-365b-5p MIMAT0022833
let-7f-1-3p MIMAT0004486 miR-1323 MIMAT0005795 miR-188-5p MIMAT0000457 miR-22-3p MIMAT0000077 miR-3150a-3p MIMAT0015023 miR-3660 MIMAT0018081
let-7f-5p MIMAT0000067 miR-132-3p MIMAT0000426 miR-18a-5p MIMAT0000072 miR-224-3p MIMAT0009198 miR-3155a MIMAT0015029 miR-3662 MIMAT0018083
let-7g-5p MIMAT0000414 miR-133a-3p MIMAT0000427 miR-18b-5p MIMAT0001412 miR-224-5p MIMAT0000281 miR-3158-3p MIMAT0015032 miR-3671 MIMAT0018094
miR-100-5p MIMAT0000098 miR-133b MIMAT0000770 miR-1908-5p MIMAT0007881 miR-23a-3p MIMAT0000078 miR-31-5p MIMAT0000089 miR-3677-5p MIMAT0019221
miR-101-3p MIMAT0000099 miR-1343-3p MIMAT0019776 miR-190a-5p MIMAT0000458 miR-23c MIMAT0018000 miR-3163 MIMAT0015037 miR-3678-3p MIMAT0018103
miR-103a-3p MIMAT0000101 miR-134-5p MIMAT0000447 miR-1910-3p MIMAT0026917 miR-24-3p MIMAT0000080 miR-3173-3p MIMAT0015048 miR-3688-3p MIMAT0018116
miR-105-5p MIMAT0000102 miR-135a-5p MIMAT0000428 miR-1912 MIMAT0007887 miR-2467-5p MIMAT0019952 miR-3175 MIMAT0015052 miR-3689¢ MIMAT0019007
miR-106a-5p MIMAT0000103 miR-135b-5p MIMAT0000758 miR-191-5p MIMAT0000440 miR-25-3p MIMAT0000081 miR-3185 MIMAT0015065 miR-3689d MIMAT0019008
miR-106b-5p MIMAT0000680 miR-136-5p MIMAT0000448 miR-192-5p MIMAT0000222 miR-26a-5p MIMAT0000082 miR-3200-5p MIMAT0017392 miR-369-3p MIMAT0000721
miR-10a-5p MIMAT0000253 miR-138-5p MIMAT0000430 miR-193a-3p MIMAT0000459 miR-26b-5p MIMAT0000083 miR-320a MIMAT0000510 miR-370-3p MIMAT0000722
miR-10b-5p MIMAT0000254 miR-139-5p MIMAT0000250 miR-193b-3p MIMAT0002819 miR-27a-3p MIMAT0000084 miR-320b MIMAT0005792 miR-371b-3p MIMAT0019893
miR-1185-1-3p | MIMAT0022838 miR-1-3p MIMAT0000416 miR-194-5p MIMAT0000460 miR-27a-5p MIMAT0004501 miR-320c MIMAT0005793 miR-372-3p MIMAT0000724
miR-1185-2-3p | MIMAT0022713 miR-141-3p MIMAT0000432 miR-195-5p MIMAT0000461 miR-27b-3p MIMAT0000419 miR-320d MIMAT0006764 miR-373-3p MIMAT0000726
miR-1207-5p MIMAT0005871 miR-141-5p MIMAT0004598 miR-196a-5p MIMAT0000226 miR-27b-5p MIMAT0004588 miR-323a-3p MIMAT0000755 miR-374a-3p MIMAT0004688
miR-122-3p MIMAT0004590 miR-142-3p MIMAT0000434 miR-196b-5p MIMAT0001080 miR-28-5p MIMAT0000085 miR-32-3p MIMAT0004505 miR-374a-5p MIMAT0000727
miR-122-5p MIMAT0000421 miR-142-5p MIMAT0000433 miR-1972 MIMAT0009447 miR-2861 MIMAT0013802 miR-32-5p MIMAT0000090 miR-374b-5p MIMAT0004955
miR-1226-3p MIMAT0005577 miR-143-3p MIMAT0000435 miR-197-3p MIMAT0000227 miR-296-5p MIMAT0000690 miR-328-3p MIMAT0000752 miR-376a-3p MIMAT0000729
miR-124-3p MIMAT0000422 miR-144-3p MIMAT0000436 miR-199a-3p MIMAT0000232 miR-299-3p MIMAT0000687 miR-329-3p MIMAT0001629 miR-376¢-3p MIMAT0000720
miR-124-5p MIMAT0004591 miR-1469 MIMAT0007347 miR-199a-5p MIMAT0000231 miR-29a-3p MIMAT0000086 miR-330-3p MIMAT0000751 miR-377-3p MIMAT0000730
miR-1249-3p MIMAT0005901 miR-146a-3p MIMAT0004608 miR-199b-5p MIMAT0000263 miR-29b-3p MIMAT0000100 miR-331-3p MIMAT0000760 miR-377-5p MIMAT0004689
miR-1252-3p MIMAT0026744 miR-146a-5p MIMAT0000449 miR-19a-3p MIMAT0000073 miR-29¢-3p MIMAT0000681 miR-335-3p MIMAT0004703 miR-378a-3p MIMAT0000732
miR-125a-5p MIMAT0000443 miR-146b-5p MIMAT0002809 miR-19b-3p MIMAT0000074 miR-301a-3p MIMAT0000688 miR-335-5p MIMAT0000765 miR-378b MIMAT0014999
miR-125b-1-3p | MIMAT0004592 miR-148a-3p MIMAT0000243 miR-200a-3p MIMAT0000682 miR-301b-3p MIMAT0004958 miR-337-3p MIMAT0000754 miR-378c MIMAT0016847
miR-125b-5p MIMAT0000423 miR-148b-3p MIMAT0000759 miR-200b-3p MIMAT0000318 miR-302a-3p MIMAT0000684 miR-338-3p MIMAT0000763 miR-378d MIMAT0018926
miR-126-3p MIMAT0000445 miR-149-3p MIMAT0004609 miR-200c-3p MIMAT0000617 miR-302¢c-5p MIMAT0000716 miR-339-5p MIMAT0000764 miR-378e MIMAT0018927
miR-1269a MIMAT0005923 miR-149-5p MIMAT0000450 miR-202-3p MIMAT0002811 miR-3065-5p MIMAT0015066 miR-33a-5p MIMAT0000091 miR-378f MIMAT0018932
miR-1269b MIMAT0019059 miR-150-5p MIMAT0000451 miR-203a-3p MIMAT0000264 miR-3074-3p MIMAT0015027 miR-33b-5p MIMAT0003301 miR-378h MIMAT0018984
miR-1271-5p MIMAT0005796 miR-151a-3p MIMAT0000757 miR-204-5p MIMAT0000265 miR-30a-5p MIMAT0000087 miR-340-5p MIMAT0004692 miR-378i MIMAT0019074
miR-1273g-3p | MIMAT0022742 miR-152-3p MIMAT0000438 miR-205-3p MIMAT0009197 miR-30b-3p MIMAT0004589 miR-342-3p MIMAT0000753 miR-379-3p MIMAT0004690
miR-1276 MIMAT0005930 miR-154-5p MIMAT0000452 miR-208b-3p MIMAT0004960 miR-30b-5p MIMAT0000420 miR-345-3p MIMAT0022698 miR-379-5p MIMAT0000733
miR-1277-5p MIMAT0022724 miR-155-5p MIMAT0000646 miR-20a-5p MIMAT0000075 miR-30c-2-3p MIMAT0004550 miR-345-5p MIMAT0000772 miR-381-3p MIMAT0000736
miR-1278 MIMAT0005936 miR-15a-5p MIMAT0000068 miR-20b-5p MIMAT0001413 miR-30c-5p MIMAT0000244 miR-34a-5p MIMAT0000255 miR-382-5p MIMAT0000737
miR-1281 MIMAT0005939 miR-15b-5p MIMAT0000417 miR-210-3p MIMAT0000267 miR-30d-5p MIMAT0000245 miR-34b-3p MIMAT0004676 miR-3911 MIMAT0018185
miR-128-3p MIMAT0000424 miR-16-1-3p MIMAT0004489 miR-2110 MIMAT0010133 miR-30e-5p MIMAT0000692 miR-34c-5p MIMAT0000686 miR-3915 MIMAT0018189
miR-1285-3p MIMAT0005876 miR-16-5p MIMAT0000069 miR-211-5p MIMAT0000268 miR-3120-3p MIMAT0014982 miR-3605-5p MIMAT0017981 miR-3916 MIMAT0018190
miR-1287-5p MIMAT0005878 miR-17-3p MIMAT0000071 miR-2116-5p MIMAT0011160 miR-3121-3p MIMAT0014983 miR-3613-3p MIMAT0017991 miR-3921 MIMAT0018196
miR-1290 MIMAT0005880 miR-17-5p MIMAT0000070 miR-214-3p MIMAT0000271 miR-3130-3p MIMAT0014994 miR-3614-3p MIMAT0017993 miR-3925-5p MIMAT0018200
miR-129-5p MIMAT0000242 | miR-181a-2-3p | MIMAT0004558 miR-21-5p MIMAT0000076 miR-3133 MIMAT0014998 miR-361-5p MIMAT0000703 miR-3926 MIMAT0018201
miR-1296-5p MIMAT0005794 miR-181a-5p MIMAT0000256 miR-218-5p MIMAT0000275 miR-3135a MIMAT0015001 miR-362-3p MIMAT0004683 miR-3928-3p MIMAT0018205
miR-1304-5p MIMAT0005892 miR-181b-3p MIMAT0022692 | miR-219a-1-3p | MIMAT0004567 miR-3135b MIMAT0018985 miR-362-5p MIMAT0000705 miR-409-3p MIMAT0001639
miR-1305 MIMAT0005893 miR-181b-5p MIMAT0000257 miR-219a-5p MIMAT0000276 miR-3140-3p MIMAT0015008 miR-363-3p MIMAT0000707 miR-410-3p MIMAT0002171




Table S1, continued

miRNA Accession # miRNA Accession # miRNA Accession # miRNA Accession # miRNA Accession # miRNA Accession #
miR-411-5p MIMAT0003329 miR-4687-3p MIMAT0019775 miR-513¢-3p MIMAT0022728 miR-548b-5p MIMAT0004798 miR-576-5p MIMAT0003241 miR-4651 MIMAT0019715
miR-421 MIMAT0003339 miR-4700-5p | MIMAT0019796 miR-513¢-5p MIMAT0005789 miR-548¢-3p MIMAT0003285 miR-577 MIMAT0003242 | miR-4659b-5p | MIMAT0019733
miR-422a MIMAT0001339 miR-4707-3p MIMAT0019808 miR-514a-3p MIMAT0002883 miR-548¢-5p MIMATO0004806 miR-581 MIMATO0003246 miR-4668-3p MIMAT0019746
miR-423-3p MIMAT0001340 miR-4707-5p MIMAT0019807 miR-514b-5p MIMAT0015087 miR-548d-3p MIMAT0003323 miR-582-5p MIMAT0003247 miR-4669 MIMAT0019749
miR-424-3p MIMAT0004749 miR-4725-3p MIMAT0019844 miR-515-5p MIMAT0002826 miR-548d-5p MIMAT0004812 miR-583 MIMAT0003248 miR-512-3p MIMAT0002823
miR-424-5p MIMAT0001341 miR-4729 MIMAT0019851 miR-518a-5p MIMATO0005457 miR-548e-3p MIMATO0005874 miR-584-5p MIMATO0003249 miR-513a-3p MIMATO0004777
miR-425-5p MIMAT0003393 miR-4731-3p MIMAT0019854 miR-5193 MIMAT0021124 miR-548g-3p MIMAT0005912 miR-587 MIMAT0003253 miR-513a-5p MIMAT0002877
miR-4263 MIMAT0016898 miR-4734 MIMAT0019859 miR-5196-3p MIMAT0021129 miR-548g-5p MIMAT0022722 miR-589-5p MIMATO0004799 miR-513b-5p MIMATO0005788
miR-4270 MIMAT0016900 miR-4739 MIMAT0019868 | miR-5197-3p MIMAT0021131 miR-548h-3p MIMAT0022723 miR-590-3p MIMAT0004801 | miR-548at-5p | MIMAT0022277
miR-4279 MIMAT0016909 miR-4755-3p MIMAT0019896 miR-519a-3p MIMAT0002869 miR-548h-5p MIMAT0005928 miR-597-3p MIMAT0026619 miR-548au-5p MIMAT0022291
miR-4282 MIMAT0016912 miR-4755-5p MIMAT0019895 miR-519¢-3p MIMAT0002832 miR-548i MIMATO0005935 miR-601 MIMAT0003269 miR-548av-3p MIMAT0022304
miR-4286 MIMAT0016916 | miR-4763-3p | MIMAT0019913 miR-519d-3p MIMAT0002853 miR-548j-5p MIMAT0005875 miR-603 MIMAT0003271 miR-548aw MIMAT0022471
miR-4298 MIMAT0016852 miR-4766-5p MIMAT0019917 miR-519e-3p MIMAT0002829 miR-548k MIMAT0005882 miR-607 MIMAT0003275 miR-570-3p MIMAT0003235
miR-4312 MIMAT0016864 miR-4775 MIMAT0019931 miR-519e-5p MIMAT0002828 miR-548| MIMAT0005889 miR-615-3p MIMAT0003283 miR-5706 MIMAT0022500
miR-431-5p MIMAT0001625 miR-4776-3p | MIMAT0019933 miR-520a-3p MIMAT0002834 miR-548n MIMAT0005916 miR-616-3p MIMAT0004805 miR-574-3p MIMAT0003239
miR-433-3p MIMATO0001627 miR-4778-3p MIMAT0019937 miR-520b MIMAT0002843 miR-5480-3p MIMATO0005919 miR-624-3p MIMATO0004807 miR-576-3p MIMAT0004796
miR-4418 MIMAT0018930 miR-4787-5p MIMAT0019956 miR-520c-3p MIMAT0002846 miR-5480-5p MIMAT0022738 miR-625-5p MIMAT0003294 miR-876-5p MIMAT0004924
miR-4420 MIMAT0018933 miR-4793-3p MIMAT0019966 miR-520d-3p MIMAT0002856 miR-548p MIMAT0005934 miR-627-5p MIMATO0003296 miR-885-5p MIMAT0004947
miR-4422 MIMAT0018935 miR-4793-5p | MIMAT0019965 miR-520e MIMAT0002825 miR-548t-3p MIMAT0022730 miR-628-5p MIMAT0004809 miR-887-3p MIMAT0004951
miR-4429 MIMAT0018944 miR-4796-3p MIMAT0019971 miR-520f-3p MIMAT0002830 miR-548t-5p MIMAT0015009 miR-629-5p MIMAT0004810 miR-92a-2-5p MIMAT0004508
miR-4430 MIMAT0018945 miR-483-3p MIMAT0002173 miR-522-3p MIMAT0002868 miR-548v MIMAT0015020 miR-638 MIMATO0003308 miR-92a-3p MIMAT0000092
miR-4441 MIMAT0018959 miR-485-5p MIMAT0002175 miR-526b-3p MIMAT0002836 miR-548w MIMAT0015060 miR-642a-5p MIMAT0003312 miR-92b-3p MIMAT0003218
miR-4451 MIMAT0018973 miR-487b-3p MIMAT0003180 miR-532-3p MIMAT0004780 miR-548x-3p MIMAT0015081 miR-6503-5p MIMAT0025462 miR-93-3p MIMAT0004509
miR-4457 MIMAT0018979 miR-488-3p MIMAT0004763 miR-539-5p MIMAT0003163 miR-548x-5p MIMAT0022733 miR-6511a-3p MIMAT0025479 miR-9-3p MIMAT0000442
miR-4459 MIMAT0018981 miR-490-3p MIMAT0002806 miR-541-5p MIMAT0004919 miR-548y MIMAT0018354 miR-651-5p MIMAT0003321 miR-941 MIMAT0004984
miR-4463 MIMAT0018987 miR-491-5p MIMAT0002807 miR-542-3p MIMATO0003389 miR-548z MIMAT0018446 miR-652-3p MIMAT0003322 miR-942-5p MIMAT0004985
miR-4468 MIMAT0018995 miR-494-3p MIMAT0002816 miR-543 MIMAT0004954 miR-550a-5p MIMAT0004800 miR-654-5p MIMATO0003330 miR-944 MIMAT0004987
miR-4473 MIMAT0019000 miR-495-3p MIMAT0002817 miR-545-3p MIMAT0003165 | miR-550b-2-5p | MIMAT0022737 miR-660-5p MIMATO0003338 miR-9-5p MIMAT0000441
miR-4477a MIMAT0019004 miR-497-3p MIMAT0004768 miR-548a-3p MIMAT0003251 miR-551b-3p MIMAT0003233 miR-664b-3p MIMAT0022272 miR-96-5p MIMAT0000095
miR-4482-3p MIMAT0020958 miR-497-5p MIMAT0002820 miR-548a-5p MIMAT0004803 miR-556-5p MIMAT0003220 miR-664b-5p MIMAT0022271 miR-98-5p MIMAT0000096
miR-4492 MIMAT0019027 miR-499a-3p MIMAT0004772 miR-548aa MIMAT0018447 miR-5571-5p MIMAT0022257 miR-671-5p MIMAT0003880 miR-99a-5p MIMAT0000097
miR-4508 MIMAT0019045 miR-499a-5p MIMAT0002870 miR-548ab MIMAT0018928 miR-5572 MIMAT0022260 miR-675-5p MIMATO0004284 miR-99b-5p MIMAT0000689
miR-450a-5p MIMAT0001545 miR-5001-5p MIMAT0021021 miR-548ac MIMAT0018938 miR-5581-5p MIMAT0022275 miR-708-5p MIMAT0004926
miR-450b-5p MIMAT0004909 miR-500a-3p MIMAT0002871 miR-548ae-3p MIMAT0018954 miR-5582-3p MIMAT0022280 miR-7-1-3p MIMATO0004553
miR-4514 MIMAT0019051 miR-5010-3p | MIMAT0021044 | miR-548ah-3p | MIMAT0020957 miR-5583-3p MIMAT0022282 miR-7-2-3p MIMAT0004554
miR-4516 MIMAT0019053 miR-5010-5p MIMAT0021043 miR-548aj-3p MIMAT0018990 miR-5584-3p MIMAT0022284 miR-744-5p MIMAT0004945
miR-4517 MIMAT0019054 miR-502-5p MIMAT0002873 miR-548aj-5p MIMAT0022739 miR-559 MIMAT0003223 miR-758-3p MIMATO0003879
miR-451a MIMAT0001631 miR-503-5p MIMAT0002874 miR-548ak MIMAT0019013 miR-5590-3p MIMAT0022300 miR-7-5p MIMAT0000252
miR-452-3p MIMATO0001636 miR-504-5p MIMAT0002875 | miR-548am-3p | MIMAT0019076 miR-561-3p MIMAT0003225 miR-762 MIMAT0010313
miR-4524a-3p MIMAT0019063 miR-505-3p MIMAT0002876 | miR-548am-5p | MIMAT0022740 miR-5683 MIMAT0022472 miR-765 MIMAT0003945
miR-4524a-5p MIMAT0019062 miR-506-3p MIMAT0002878 miR-548ap-5p MIMAT0021037 miR-5688 MIMAT0022479 miR-766-3p MIMAT0003888
miR-4526 MIMAT0019065 miR-508-3p MIMAT0002880 | miR-548ag-3p | MIMAT0022264 miR-5691 MIMAT0022483 miR-767-3p MIMAT0003883
miR-4530 MIMAT0019069 miR-509-3-5p MIMAT0004975 miR-548ar-3p MIMAT0022266 miR-5692a MIMAT0022484 miR-767-5p MIMAT0003882
miR-4536-5p MIMAT0019078 miR-509-3p MIMAT0002881 miR-548ar-5p MIMAT0022265 miR-5692b MIMAT0022497 miR-769-5p MIMATO0003886
miR-454-3p MIMAT0003885 miR-509-5p MIMAT0004779 miR-548as-3p MIMAT0022268 miR-5692c MIMAT0022476 miR-873-5p MIMATO0004953
miR-455-5p MIMAT0003150 miR-510-5p MIMAT0002882 miR-548as-5p MIMAT0022267 miR-5693 MIMAT0022486 miR-874-3p MIMAT0004911




Table S2

Summary of the luciferase and PrestoBlue results obtained in the 1st and 2" screens for each of the 34 miRNAs
selected for functional analysis of their effects on STAT3 activation. Results represent the Luciferase or PrestoBlue
signals measured, compared to the corresponding control and expressed in %. Errors (SD) represent standard
deviation of 3 biological replicates.

1st screen 2nd screen
. Luciferase  PrestoBlue Luciferase PrestoBlue
MIRNA % to % to % to % to
Citrl SD Ctrl SD Ctrl SD Ctrl SD
let-7e-5p 126 18 107 13 157 8 99 1
let-7f-1-3p 66 30 103 34 9 81 10
miR-124-3p 85 27 95 46 3 76 3
miR-1277-5p 83 25 101 39 7 82 6
7 87 6

miR-133a-3p 126 18 102 295 14 90 11
miR-133b 127 8 103 307 22 90 14

9

3

7
miR-130a-5p 80 9 100 1 43

2

0

8

miR-142-3p 58 15 108 48 2 95 7
miR-155-5p 86 36 126 25 26 8 87 2
miR-16-1-3p 72 33 104 23 5 85 12
miR-17-5p 85 11 98 42 6 91 0
9 94 5

miR-193a-3p 117 15 100 160 24 97 5
miR-194-5p 60 15 92 14 4 100 9
miR-205-3p 74 18 105 20 3 66 12
miR-208b-3p 82 15 105 23 174 10 89 10

miR-25-3p 71 13 109 7 49 7 84 7
miR-299-3p 67 15 103 8 30 6 79 12
miR-30a-5p 141 7 105 6 266 43 80 4
5
1
7

9

9
miR-188-5p 77 12 90 1 38

2

5

8

miR-30c-5p 136 8 109 281 13 101 11
miR-30d-5p 126 10 107 250 41 91 10
miR-363-3p 72 20 104 49 12 84 6
miR-3677-5p 136 20 105 21 43 15 78 7

miR-382-5p 84 11 90 13 30 5 94 15
miR-4473 74 35 117 4 19 7 94 17
miR-494-3p 77 17 97 1 27 6 101 25
miR-506-3p 74 8 99 1 37 6 86 11
miR-513a-3p 69 17 91 0 50 4 101 10
miR-519e-5p 81 8 99 9 34 9 87 10
miR-520f-3p 72 9 102 4 33 4 96 12
miR-548k 76 13 98 1 43 2 97 17
miR-584-5p 83 23 110 10 29 5 77 14
miR-7-2-3p 81 13 92 14 174 12 98 6
miR-744-5p 117 15 92 10 208 95 71 12
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