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Table S1. List of miRNAs differentially expressed after in vitro lithium treatment exclusively in

excellent responders at an FDR g < 0.2.

miRNA FC p FDR g
hsa-miR-29b-3p 1.41 0.0010 0.10
hsa-miR-374a-5p 1.54 0.0025 0.13
hsa-miR-27a-3p 1.18 0.0040 0.14
hsa-miR-23a-3p 1.25 0.0058 0.15
hsa-miR-106b-5p  1.28 0.0086 0.18

Abbreviations: FC, fold change; FDR, false discovery rate.

Table S2. Pairs of miRNAs and mRNAs differentially expressed between lithium excellent

responders and non-responders, significantly negatively correlated and predicted by in-silico
algorithms. The significant threshold was set at FDR g < 0.05.

miRNA FC mRNA FC  Pearson’sr p FDR g In-silico score
hsa-miR-421 1.34 PLCXD1 0.74 -0.87 3.58 x 107 0.0148 1
hsa-miR-155-3p 227 RP2 0.73 -0.84 1.53 x 106 0.0218 1
hsa-miR-320a 0.55 BHLHE40 137 -0.84 2.00 x 10 0.0218 6
hsa-miR-1273h-3p  0.49 PEX14 1.08 -0.84 2.14 x 10 0.0218 1
hsa-miR-320a 0.55 LSP1 148 -0.83 2.36 x 106 0.0218 1
hsa-miR-345-5p 0.56 STRA6 121 -0.83 3.17 x 10 0.0235 1
hsa-miR-138-5p 032 GABARAP 114 -0.82 4.02 x 10 0.0245 2
hsa-miR-138-5p 0.32 ZBTB45 1.16 -0.82 4.79 x 10 0.0245 2
hsa-miR-320a 0.55 FSTL3 1.64 -0.82 5.51 x 10 0.0245 1
hsa-miR-320a 055 (€9 1.13 -0.81 6.10 x 106 0.0245 2
hsa-miR-155-3p 227 DNASE1L3 0.29 -0.81 6.19 x 106 0.0245 1
hsa-miR-9-5p 0.57 PARP4 1.13 -0.81 6.62 x 10 0.0245 1
hsa-miR-15a-5p 1.62 SMARCA2 074 -0.80 1.01 x 105 0.0304 1
hsa-miR-155-3p 227 SP4 0.68 -0.80 1.09 x 105 0.0304 4
hsa-miR-378a-3p 0.68 ATF7 1.14 -0.80 1.15x 105 0.0304 2
hsa-miR-155-3p 227 ZC3HC1 0.88 -0.80 1.19 x 105 0.0304 1
hsa-miR-421 1.34 SFRP1 0.51 -0.80 1.38 x 10 0.0304 2
hsa-miR-374a-3p 1.74 ENGASE 0.84 -0.80 1.39 x 105 0.0304 1
hsa-miR-574-3p 0.32 TCEB3 1.25 -0.80 1.39 x 105 0.0304 2
hsa-miR-374a-3p 1.74 PTPMT1 091 -0.79 1.42 x 105 0.0304 1
hsa-miR-1273h-3p  0.49 ISCU 1.19 -0.79 1.48 x 105 0.0304 3
hsa-miR-345-5p 0.56 RERI1 111 -0.79 1.57 x 105 0.0304 2
hsa-miR-1273h-3p  0.49 EDF1 1.13 -0.79 1.58 x 105 0.0304 2
hsa-miR-378a-3p 0.68 DCAF11 117 -0.79 1.64 x 105 0.0304 1
hsa-miR-320a 0.55 PAPSS2 259 -0.79 1.75 x 105 0.0314 1
hsa-miR-138-5p 0.32  BCL2L1 139 -0.79 1.78 x 10 0.0314 4
hsa-miR-374a-3p 1.74 PLXNAI1 0.76 -0.79 1.90 x 10 0.0321 1
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hsa-miR-1273h-3p  0.49 RERI1 111 -0.71 2.46 x 10+ 0.0475 1
hsa-miR-574-3p 0.32 CLNé6 121 -0.71 2.49 x 10+ 0.0477 2
hsa-miR-574-3p 032 CDV3 112 -0.71 2.50 x 10+ 0.0477 2
hsa-miR-181d-5p 0.55 STAT5A 125 -0.71 2.51 x 10+ 0.0477 3
hsa-miR-320a 0.55 CCL22 256 -0.71 2.52 x 10+ 0.0477 3
hsa-miR-345-5p 0.56 FSTL3 1.64 -0.71 2.53 x 10+ 0.0477 1
hsa-miR-378a-3p 0.68 SEMA4D 123 -0.71 2.57 x 10+ 0.0480 3
hsa-miR-320a 0.55 UROD 127 -0.71 2.58 x 10+ 0.0481 2
hsa-miR-320a 0.55 CES2 117 -0.70 2.59 x 10+ 0.0481 2
hsa-miR-345-5p 0.56 PODXL 114 -0.70 2.63 x 10+ 0.0483 4
hsa-miR-574-3p 0.32 RBBP9 1.30 -0.70 2.63 x 10+ 0.0483 2
hsa-miR-138-5p 032 POMI21C 115 -0.70 2.64 x 10+ 0.0483 2
hsa-miR-27a-5p 1.66 SELL 044 -0.70 2.64 x 10+ 0.0483 2
hsa-miR-9-5p 0.57 INHBA 1.29 -0.70 2.65 x 10+ 0.0483 2
hsa-miR-15a-5p 1.62 NARS2 0.82 -0.70 2.65 x 10+ 0.0483 1
hsa-miR-320a 0.55 SF3A1 117 -0.70 2.66 x 104 0.0483 6
hsa-miR-574-3p 0.32 SEC61A1 1.20 -0.70 2.67 x 10+ 0.0483 1
hsa-miR-378a-3p 0.68 ABCAI10 1.39 -0.70 2.70 x 104 0.0483 1
hsa-miR-320a 0.55 VEGFB 1.41 -0.70 2.70 x 104 0.0483 2
hsa-miR-320a 0.55 LPXN 1.47 -0.70 2.71 x 10+ 0.0483 1
hsa-miR-378a-3p 0.68 NEKS8 1.19 -0.70 2.73 x 10+ 0.0484 1
hsa-miR-320a 0.55 PIGT 113 -0.70 2.73 x 10+ 0.0484 2
hsa-miR-9-5p 0.57 DNAH1 118 -0.70 2.73 x 10+ 0.0484 2
hsa-miR-138-5p 0.32 CCNK 117 -0.70 2.75 x 10+ 0.0484 2
hsa-miR-15a-5p 1.62 RBBP5 0.87 -0.70 2.76 x 10+ 0.0484 3
hsa-miR-155-3p 227 IKZF2 0.68 -0.70 2.77 x 10+ 0.0485 2
hsa-miR-320a 0.55 BRD9 114 -0.70 2.79 x 10+ 0.0485 2
hsa-miR-574-3p 0.32 MBD?2 1.11 -0.70 2.81 x 10+ 0.0485 1
hsa-miR-378a-3p 0.68 YIPF3 1.35 -0.70 2.82 x 10+ 0.0485 1
hsa-miR-320a 0.55 ABCA5 1.37 -0.70 2.82 x 10+ 0.0485 3
hsa-miR-138-5p 0.32 WBP2 1.20 -0.70 2.84 x 10+ 0.0487 4
hsa-miR-374a-3p 1.74 RBM39 090 -0.70 2.87 x 10+ 0.0487 2
hsa-miR-320a 0.55 STS 1.86 -0.70 2.90 x 104 0.0487 6
hsa-miR-378a-3p 0.68 GTF2IRD2 1.17 -0.70 291 x 10+ 0.0487 1
hsa-miR-125a-5p 0.16 MAP4 1.08 -0.70 2.92 x 10+ 0.0487 4
hsa-miR-378a-3p 0.68 MARK2 114 -0.70 2.92 x 10+ 0.0487 1
hsa-miR-374a-3p 1.74 ZC3HC1 0.88 -0.70 2.92 x 10+ 0.0487 1
hsa-miR-505-3p 0.5 KIAA0195 110 -0.70 2.92 x 10+ 0.0487 1
hsa-miR-345-5p 0.56 RAP2C 1.09 -0.70 2.93 x 10+ 0.0487 2
hsa-miR-148a-3p 223 ZNF184 0.77 -0.70 2.93 x 10+ 0.0487 1
hsa-miR-138-5p 032 GGA3 1.15 -0.70 2.93 x 10+ 0.0487 7
hsa-miR-15a-5p 1.62 TRAKI 0.76 -0.70 2.94 x 10+ 0.0487 4
hsa-miR-15a-5p 1.62 PTPN2 0.84 -0.70 2.98 x 10+ 0.0487 1
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Correlations between miRNAs and mRNAs differentially expressed between lithium excellent

responders and non-responders were analyzed using miRComb. Multiple testing correction was

performed according to BH. The in-silico score was calculated by summing the number of algorithms

predicting each miRNA-mRNA pair (seven prediction algorithms were tested: MiRWalk, MicroT v4,
MiRanda, miRDB, RNA22, RNAhybrid and TargetScan). Abbreviations: FC, fold change; FDR, false

discovery rate.

Table S3. Pairs of miRNAs and mRNAs differentially expressed after in vitro lithium treatment

exclusively in excellent responders, negatively correlated and predicted by in-silico algorithms.

miRNA FC mRNA FC Pearson’sr p FDR g In-silico score
hsa-miR-374a-5p 1.41 B4GALT6 0.82 -0.59 0.0041 0.35 5
hsa-miR-29b-3p  1.18 ZNF577  0.88 -0.49 0.0162 0.65 5
hsa-miR-29b-3p  1.54 RFX7 0.92 -0.49 0.0164 0.65 6
hsa-miR-106b-5p  1.41 ZNF493 0.84 -0.47 0.0216 0.67 2
hsa-miR-23a-3p 1.28 FFAR2 0.84 -0.42 0.0363 0.86 1
hsa-miR-27a-3p 1.25 ZNF493 0.84 -0.41 0.0413 0.86 6
hsa-miR-27a-3p 1.18 IKBIP 0.87 -0.40 0.0459 0.86 1

Correlations between miRNAs and mRNAs differentially expressed after in vitro lithium treatment

exclusively in excellent responders were analyzed using miRComb. No correlation was significant

after multiple testing correction according to BH. The in-silico score was calculated by summing the

number of algorithms predicting each miRNA-mRNA pair (seven prediction algorithms were tested:
MiRWalk, MicroT v4, MiRanda, miRDB, RNA22, RNAhybrid and TargetScan). Abbreviations: FC,

fold change; FDR, false discovery rate.
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Figure S1. Interaction network between miRNAs and mRNAs differentially expressed between
lithium excellent responders and non-responders. The interaction network of miRNAs and mRNAs
differentially expressed between lithium excellent responders and non-responders was obtained
using a force-directed layout algorithm in Cytoscape. miRNAs are indicated with a diamond, target
mRNAs with circles. Down-regulated miRNAs or mRNAs are shown in red, while up-regulated
miRNAs or mRNAs are shown in green. The network shows two main cluster of down-regulated and
up-regulated miRNAs centered around miR-320a and miR-155-3p, respectively.



Int. ]. Mol. Sci. 2019, 20, x FOR PEER REVIEW

Pearson Cor.: -0.737; adj.pval: 0.0427

& 7] @ e o * ER
o~ * L NR
s 5 i~
0 o
2 <
o _
<
O o |
(Q -
T T T T
95 10.0 105 1.0
hsa-miR-320a
Pearson Cor.: -0.838; adj.pval: 0.0217
= . * ER
= * NR
©
{ =«
w =
T
F o
m <
o
®
o
- T T T T
95 10.0 105 1.0
hsa-miR-320a

RGS16

RHOA

13.25

100 102 104 106

98

96

13.35

13.15

11 of 12

Pearson Cor.: -0.749; adj.pval: 0.0398
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Figure S2. Correlations between the expression levels of hsa-miR-320a and its targets CAPNSI,
RGS16, BHLHE40 and RHOA in lithium excellent responders and non-responders. Abbreviations: adj,
adjusted; cor, correlation; ER, excellent responders; NR, non-responders.
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Figure S3. Correlations between the expression levels of hsa-miR-155-3p and its targets SP4, AUTS2
and KYATT in lithium excellent responders and non-responders. Abbreviations: adj, adjusted; cor,
correlation; ER, excellent responders; NR, non-responders.



