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GENE SYMBOL Integrated score Number of Score
source Class
a LIG3 hsa-miR-204-5p 0.466 13 Very high
LIG3 hsa-miR-211-5p 0.439 13 Very high
LIG3 hsa-miR-22-3p 0.430 12 Very high
LIG3 hsa-miR-31-5p 0.390 12 Very high
LIG3 hsa-miR-146b-5p 0.385 13 Very high
b p-value = 0.81 p-value = 0.23 p-value = 0.12 p-value = 0.97
Pearson R=-0,04 Pearson R= -0,22 Pearson R= 0,29 Pearson R=-0,006
199 199 5 84
L]
18] 181 n %
. . 64
§ 174 te, 8 ‘o 9 4 ' f .
< . (L - - (]
‘n‘.‘ _ﬂl—'—r' N 161 000‘ . 0 ? ..' 0] § 4 “- o °
£ 16 L N ‘e E 1.5 r'?:..k\l\ % g : ": '.o ) é —..:3._'.
E o ’ ®, . £ 2 . | 2
1.5 . . 14 . . 14
14 T T 1 T T 0 T T 0 T T
70 75 80 85 90 95 100 70 75 80 85 90 95 100 70 75 80 85 90 95 100 70 75 80 85 90 95 100

g AMO-1
N T siR-Myc - +
| MYC
2 81 | GAPDH | W
> :
2 —_ \
a. :
0 B B SRNC
T :,‘ & BB p O sRMYC
& | ] I
E . ‘ I
g . —_ £
=R '
L s : g
7 ; ' -
= mu Lyl
- Foap - T T L - : .
o O .é: > o T o N o ‘ ‘ ‘ . SIR-NC SiR-MYC
Q@\:{\ QQ}:@ Q& < ‘2& Q‘_b"? OQ@ \\;V v.@o' ?.01' TC1 @ c3 TC4 C5
p=3915e-03
f Il miRNC 5 Il ani-miR-NC
10 ) » . -
3' ugucaagaaguugACCGUCGAa 5' hsa-miR-22 P 3 miR-22 mimics * ! [ an-miR-22
Tl 2 g
354:5' aaaggcugggcuaUGGCAGCUCc 3' LIG3 wt 9 K} "
N o
5‘ aaag-------- aUGGCAGCUc 3 LIG3 mt N 6 g
4 £
£ £
o 4 o s
2 2
H ]
11 L g
3301 400 [ ¥
[ 0.0-

AMI0-1 RPMII-8226 AMO-1 RPMI-8226



(0]

Relative cell viability (% )

Relative cell viability (%)

Colony number (%)

Annexin-V positive cells (%)

Il Lenti-miR-NC

159 3 Lenti-miR-22
1.0+
0.5- I . I
ool L] II;I all In
R8226 OPM2 INA6  AMO1
B miR-CTRL
1073 mir-22
miR-CTRL
80 =
5 no DOX %
40- . ‘
204 \4‘ S
o . I|l| DOX |
no DOX DOX -
Il miR-NC
801 1 miR-22 mimics
60' T *
40-
20+
S W
AMO1 R8226
1.5 Il MiR-NC
[ miR-22 mimics
1.0+
p—
* *
0.5+
0.0~ T T

HS5 INAG HS5+INAG

O

Relative cell viability (%)

Supplementary Fig.4

15+ Il miR-CTRL
[ miR-22
miR-CTRL  miR-22
1.0
pox — + - +
LIG3| == ™=~ == .
0.57 GAPDH| «=® enp aup @
0.0' T T
no DOX DOX

miR-22

—h

Relative cell viability (%)

1.0+

0.5+

- -
(=] %]
1 []

Relative cell viability (%)
g

miR-CTRL miR-22
A :

7-AAD

>
]
o
[}
x

1
Annexin V
Il anti-miR-NC
[ anti-miR-22
T B = T
| | | |
R8226 OPM2 INAG6 AMO1

Il mMiR-NC + CNT ORF

miR-22 + CNT ORF

B miR-NC + LIG3 ORF

o
o
1

miR-22 + LIG3 ORF

T
B T = T -
T I I
1
20 40 60

vehicle

Bortezomib (nM)



Q

Copy number variation (%)

miR-22
LIG3

p-H2A.X
p-CHECK2
p-CHECK1
PARP
Cl-CASP3

GAPDH

(0]

Annexin-V positive cells (%)

I Deletion

Deletions only on
NC-treated cells

miR-NC

miR-22

miR-NC

miR-22

BN W e o om e

Pt#3

1
miR-22

100-

80+

60+

40+

I miR-NC
[ miR-22 mimics

*

Chr 1 p22.2

miR-NC

ORFICNT

ORF LIG3

Cell cycle (%)

100+

Cellcycle (%)

Annexin-V positive cells (%)

80+

60+

40+

20+

60+

40

20+

B miR-NC
13 mir-22

Supplementary Fig.5
C

ROS levels (%)
T

0.51

0.0

1
miR-NC miR-22

Il miR-NC
miR-22

B miR-NC + Caffeine
miR-22 + Caffeine

z-VAD-fmk ==+
miR-22 - + - +

PARP1

p-H2AX IZI
[====]

. I__r_l GAPDH

NT

G1

T
Z-VAD-fmk

Hl miR-NC +CNT ORF
miR-22 + CNT ORF

B miR-NC + LIG3 ORF

miR-22 + LIG3 ORF



miR-22

miR-NC

mimics

Luminescence
(fold change)

3x10%+

2x10°4

1x10°4

Supplementary Fig.6

60~ I MiRNC .
" [ miR-mimics —
]
>
L)
o 40+
o
x
£
S 20-
5
Q
14
c -

o
<
2
£

miR-22
mimics

B miR-NC
1 miR-22 mimics




