Figure S1. Loss of KDM5D expression in CDDP-resistant neuroblastoma cell lines. (A) Viability of IMR-32 and IMR-32¢PPP;
SK-N-F1 and SK-N-F1°PPP cells after 72 h treatment with CDDP. SK-N-F1 has 27.02 uM and CDDP-resistant SK-N-F1°PPP hag
ICs, 38.02 M. IMR-32 has ICs, 25.29 uM and CDDP-resistant IMR-32°PPP has ICs, 43.61 M. Data shown are representative
from one measurement of two independent experiments. (B) KDMS5D expression of mRNA in the CDDP-sensitive IMR-32
and the CDDP-resistant IMR-32°PPP, KDM5D expression was lost in CDDP-resistant IMR-32°PPF cell line. Treatment with
20 uM CDDP significantly decreased KDMS5D expression levels in IMR-32 depending on the incubation time (P<0.01; P<0.001).
(C) KDM5D expression of mRNA in the CDDP-sensitive SK-N-F1 and the CDDP-resistant SK-N-F1°P°P?, KDM5D expres-
sion was lost in CDDP-resistant SK-N-F1PPP cell line. Treatment with 20 M CDDP significantly decreased KDMS5D level in
SK-N-F1 depending on the incubation time (P<0.001). (D) Protein expression levels of KDMS5D in the CDDP-sensitive IMR-32
and CDDP-resistant IMR-32°PP?, KDM5D expression was lost in CDDP-resistant IMR-32¢PPF cell line. Treatment with 20 yM
CDDP significantly decreased KDMS5D protein expression levels in IMR-32 depending on the incubation time (P<0.01; P<0.001).
(E) Protein expression levels of KDMS5D in the CDDP-sensitive SK-N-F1 and the CDDP-resistant SK-N-F1°P°?, KDMS5D expres-
sion was lost in CDDP-resistant SK-N-F1°PP" cell line. Treatment with 20 uM CDDP significantly decreased KDMS5D protein
expression levels in SK-N-F1 depending on the incubation time (P<0.001). Data are shown as mean + standard deviation from
two independent experiments. Statistical significance was determined using one-way (B-E) and two-way ANOVA (A) with
Tukey's post-hoc test. “P<0.01; ““P<0.001.
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Figure S2. Representative cytometric density dot plots in UKF-NB-3 corresponding to the quantitative data shown in Fig. 1C.
Each panel represents the samples used in the experiment: (A) UKF-NB-3 after 24 h of incubation, (B) UKF-NB-3 with CDDP
after 24 h of incubation, (C) UKF-NB-3 after 48 h of incubation, (D) UKF-NB-3 with CDDP after 48 h of incubation, (E)
UKF-NB-3 after 72 h of incubation and (F) UKF-NB-3 with CDDP after 72 h of incubation. Each panel illustrates fluorescence
intensity distribution of Alexa Fluor 647 and anti-KDMS5D antibody. Gating and quadrant percentages indicate relative propor-

tions of positive and negative cell populations. CD, cisplatin; NB3, UKF-NB-3.
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Figure S3. Representative cytometric density dot plots in UKF-NB-3°PPP corresponding to the quantitative data shown in Fig. 1C.
Each panel represents the samples used in the experiment: (A) UKF-NB-3 CDDP after 24 h of incubation, (B) UKF-NB-3 CDDP
with CDDP after 24 h of incubation, (C) UKF-NB-3 CDDP after 48 h of incubation, (D) UKF-NB-3 CDDP with CDDP after
48 h of incubation, (E) UKF-NB-3 CDDP after 72 h of incubation and (F) UKF-NB-3 CDDP with CDDP after 72 h of incubation.
Each panel illustrates fluorescence intensity distribution of Alexa Fluor 647 and anti-KDMS5D antibody. Gating and quadrant
percentages indicate relative proportions of positive and negative cell populations. NB3, UKF-NB-3.
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Figure S4. Representative cytometric density dot plots in IMR-32 corresponding to the quantitative data shown in Fig. SIC. Each
panel represents the samples used in the experiment: (A) IMR-32 after 24 h of incubation, (B) IMR-32 with CDDP after 24 h of incu-
bation, (C) IMR-32 after 48 h of incubation, (D) IMR-32 with CDDP after 48 h of incubation, (E) IMR-32 after 72 h of incubation
and (F) IMR-32 with CDDP after 72 h of incubation. Each panel illustrates fluorescence intensity distribution of Alexa Fluor 647
and anti-KDMS5D antibody. Gating and quadrant percentages indicate relative proportions of positive and negative cell populations.

A IMR-3224h B IMR-32+CDDP 24 h
250-: 250-
1 Rt 1 Ri
2001 o,P:1.14 | °R/02PZO 26 2001 9%4P:0,67 50%20 63
< 1501 < 150
o 1 (@) J
A A
100-: 100-:
] R3 1 R3
50 : %P:0,73 50 %P:6,19
o 108 10t 105 T T
R-670/30-A R-670/30-A
C MR-3248h D  IvR-32+cDDP48h
250-: 250—:
]l Ri 1 Ri .
2004 o,P:0,89 R2 059 20 opi20  H8,.,
< 150-: < 150-:
(@) (@)
A 72
100 100 1
1 R4 R3 ] R3
507 9%P:89.75 %P:8,76 50 %P:6,50
o 1 10t 108 o 1 10t 105
R-670/30-A R-670/30-A
E vR3272n F IMR-32+CDDP 72 h
250-: 250-:
1 Ri1 1 Ri1 .
207 %P:1,41 ‘I’ZzP:O 46 2007 %P:3,0—9:..': e ‘E}oZI:’ZS 03
< 150 < 150
o ] o ]
7 72N
100 1 100
1 R4 R3 ] R3
501 9,P:90,74 %P:7,39 50 %P:4,79
o 10° 10t 108 o 1% 10t 105
R-670/30-A R-670/30-A




Figure S5. Representative cytometric density dot plots in IMR-32°PPP corresponding to the quantitative data shown in Fig. SIC.
Each panel represents the samples used in the experiment: (A) IMR-32 CDDP after 24 h of incubation, (B) IMR-32 CDDP
with CDDP after 24 h of incubation, (C) IMR-32 CDDP after 48 h of incubation, (D) IMR-32 CDDP with CDDP after 48 h of
incubation, (E) IMR-32 CDDP after 72 h of incubation and (F) IMR-32 CDDP with CDDP after 72 h of incubation. Each panel
illustrates fluorescence intensity distribution of Alexa Fluor 647 and anti-KDMS5D antibody. Gating and quadrant percentages
indicate relative proportions of positive and negative cell populations.
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Figure S6. Representative cytometric density dot plots in SK-N-F1 corresponding to the quantitative data shown in Fig. S1E.
Each panel represents the samples used in the experiment: (A) SK-N-F1 after 24 h of incubation, (B) SK-N-F1 with CDDP after
24 h of incubation, (C) SK-N-F1 after 48 h of incubation, (D) SK-N-F1 with CDDP after 48 h of incubation, (E) SK-N-F1 after
72 h of incubation and (F) SK-N-F1 with CDDP after 72 h of incubation. Each panel illustrates fluorescence intensity distribution
of Alexa Fluor 647 and anti-KDMS5D antibody. Gating and quadrant percentages indicate relative proportions of positive and

negative cell populations.
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Figure S7. Representative cytometric density dot plots in SK-N-F1°PPP corresponding to the quantitative data shown in Fig. 1SE.
Each panel represents the samples used in the experiment: (A) SK-N-F1 CDDP after 24 h of incubation, (B) SK-N-F1 CDDP
with CDDP after 24 h of incubation, (C) SK-N-F1 CDDP after 48 h of incubation, (D) SK-N-F1 CDDP with CDDP after 48 h of
incubation, (E) SK-N-F1 CDDP after 72 h of incubation and (F) SK-N-F1 CDDP with CDDP after 72 h of incubation. Each panel
illustrates fluorescence intensity distribution of Alexa Fluor 647 and anti-KDMS5D antibody. Gating and quadrant percentages
indicate relative proportions of positive and negative cell populations.
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Figure S8. Verification of silencing and overexpression of KDMS5D. (A) Western blot analysis of KDMS5D levels in UKF-
NB-3 cells transfected with siKDMS5D #1 (12.5 nM) or siKDMS5D #2 (25 nM) compared with control NC. (B) Western blot
analysis of KDM5D levels in UKF-NB-3 cells transfected with the KDMS5D ORF-clone plasmid pCMV-3Tagl, expressing the
KDMS5D gene (pl-KDMS5D #1, 8 ng/ul or pl-KDMSD #2, 16 ng/ul). Data are presented as mean =+ standard deviation from three
independent experiments. Statistical significance was determined using one-way ANOVA with Tukey's post hoc test. ““P<0.001.
CTR, control; si, short interfering RNA; pl, ORF-clone plasmid.
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Figure S9. Representative cytometric density dot plots in UKF-NB-3 corresponding to the quantitative data shown in Fig. 2B.
Each panel represents the samples used in the experiment: (A) UKF-NB-3 CTR, (B) UKF-NB-3 NC#1, (C) UKF-NB-3 NC#2,
(D) UKF-NB-3 siKDM5D#1 and (E) UKF-NB-3 siKDM5D#2. Each panel illustrates fluorescence intensity distribution of
Alexa Fluor 647 and anti-KDMS5D antibody. Gating and quadrant percentages indicate relative proportions of positive and
negative cell populations. CD, cisplatin; NB3, sensitive cell line UKF-NB-3; NC, negative control; si, short interfering.
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Figure S10. Representative cytometric density dot plots in UKF-NB-3 corresponding to the quantitative data shown in Fig. 2D.
Each panel represents the samples used in the experiment: (A) UKF-NB-3 NC, (B) UKF-NB-3 NC with CDDP, (C) UKF-NB-3
siKDM5D and (D) UKF-NB-3 siKDMS5D with CDDP. Each panel illustrates fluorescence intensity distribution of Alexa Fluor
647 and anti-KDMS5D antibody. Gating and quadrant percentages indicate relative proportions of positive and negative cell
populations. CD, cisplatin; NB3, sensitive cell line UKF-NB-3; NC, negative control; si, short interfering.
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Figure S11. Representative cytometric density dot plots in UKF-NB-3PPP corresponding to the quantitative data shown in Fig. 2F.
Each panel represents the samples used in the experiment: (A) UKF-NB-3 NC (B) UKF-NB-3 NC with CDDP, (C) UKF-NB-3
siKDM5D and (D) UKF-NB-3 siKDMS5D with CDDP. Each panel illustrates fluorescence intensity distribution of Alexa Fluor
647 and anti-H3k4me3 antibody. Gating and quadrant percentages indicate relative proportions of positive and negative cell

populations. CD, cisplatin; NB3, sensitive cell line UKF-NB-3; NC, negative control; si, short interfering.
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Figure S12. Representative cytometric density dot plots corresponding to the quantitative data shown in Fig. 3A. Each panel
represents the samples used in the experiment: (A) UKF-NB-3 CDDP CTR, (B) UKF-NB-3 CDDP mock#1, (C) UKF-NB-3
CDDP mock#2, (D) UKF-NB-3 CDDP pl-KDM5D#1 and (E) UKF-NB-3 CDDP pl-KDMS5D#2. Each panel illustrates
fluorescence intensity distribution of Alexa Fluor 647 and anti-KDMS5D antibody. Gating and quadrant percentages indicate
relative proportions of positive and negative cell populations. NB3, cell line UKF-NB-3; mock, control cells with control plasmid;
pl, ORF-clone plasmid.
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Figure S13. Representative cytometric density dot plots in UKF-NB-3PP? corresponding to the quantitative data shown in
Fig. 3C. Each panel represents the samples used in the experiment: (A) UKF-NB-3 CDDP mock, (B) UKF-NB-3 CDDP mock
with CDDP, (C) UKF-NB-3CDDP pl-KDM5D and (D) UKF-NB-3 CDDP pl-KDMS5SD with CDDP. Each panel illustrates
fluorescence intensity distribution of Alexa Fluor 647 and anti-KDMS5D antibody. Gating and quadrant percentages indicate
relative proportions of positive and negative cell populations NB3, cell line UKF-NB-3; mock, control cells with control plasmid;
pl, ORF-clone plasmid.
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Figure S14. Representative cytometric density dot plots in UKF-NB-3°PPP corresponding to the quantitative data shown in
Fig. 3E. Each panel represents the samples used in the experiment: (A) UKF-NB-3 CDDP mock, (B) UKF-NB-3 CDDP mock
with CDDP, (C) UKF-NB-3CDDP pl-KDM5D and (D) UKF-NB-3 CDDP pl-KDMS5D with CDDP. Each panel illustrates
fluorescence intensity distribution of Alexa Fluor 647 and anti-H3k4me3 antibody. Gating and quadrant percentages indicate
relative proportions of positive and negative cell populations. NB3, cell line UKF-NB-3; mock, control cells with control plasmid;
pl, ORF-clone plasmid.
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Figure S15. Viability after incubation with CDDP (24 h) and
KDMS5D silencing in UKF-NB-3 decrease depending on the
concentration (P<0.05; P<0.01), decrease was smaller compared
with NC (P<0.05; P<0.01). Data are shown as mean + standard
deviation from three independent experiments. Statistical
significance was determined using two-way ANOVA with
Tukey's post hoc test. “P<0.05; “P<0.01. NC, negative control;
si, short interfering; CTR, control.
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Figure S16. KDM5D expression affects cell sensitivity to CDDP in UKF-NB-3 and UKF-NB-3°PP". (A) Cell viability after
incubation with CDDP (24 h) and inhibition of KDM5s with KDOAM-25 (48 h) in UKF-NB-3 is not affected even after treatment
with increasing concentrations of CDDP compared with controls without KDOAM-25, in which cell viability decreased
(P<0.001). (B) Cell viability after incubation with CDDP (24 h) and inhibition of KDM5s with KDOAM-25 (48 h) in UKF-NB-
3€PPP s not affected even after treatment with increasing concentrations of CDDP compared with controls without KDOAM-25,
in which cell viability decreased (P<0.01). (C) Cell viability after incubation with CDDP (48 h) and inhibition of KDMS5s with
KDOAM-25 (48 h) in UKF-NB-3 is not affected even after treatment with increasing concentrations of CDDP compared with
controls without KDOAM-25, in which cell viability decreased (P<0.001). (D) Cell viability after incubation with CDDP (48 h)
and inhibition of KDM35s with KDOAM-25 (48 h) in UKF-NB-3“PP?. CDDP treatment does not affect cell viability in control or
inhibited cells. Data are shown as mean + standard deviation from three independent experiments. Statistical significance was
determined using two-way ANOVA with Tukey's post hoc test. “P<0.05; “P<0.01; ““P<0.001. CTR, control.
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Figure S17. Cell viability after incubation with CDDP (24 h)
and transfection with plasmid carrying gene KDMS5D (48 h)
in UKF-NB-3PPP does not affect cell viability in control or
transfected cells. Data are shown as mean =+ standard deviation
from three independent experiments. Statistical significance
was determined using two-way ANOVA with Tukey's post hoc
test. CTR, control; pl, ORF-clone plasmid.
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Figure S18. Western blot analysis of expression of KDMS5D, caspase-3, cleaved caspase-3, PARP and CUL4A in UKF-NB-3
and UKF-NB-3°PPP, (A) Representative western blotting images of KDMS5D, caspase-3, cleaved caspase-3, PARP and CUL4A
levels in UKF-NB-3 and UKF-NB-3“PPF cells and their treatment with CDDP. (B) Graphical analysis of western blotting data.
Data are shown as mean + standard deviation from two independent experiments. Statistical significance was determined using
one-way ANOVA with Tukey's post hoc test. "P<0.05; “"P<0.01; ““P<0.001. CTR, control; NC, non-coding; si, short interfering;
pl, ORF-clone plasmid.

A
KDMSD i S S _—-_ 0
Caspase-3 WHEEE SR S SR sses A S S 5> (D2
Cleaved caspase-3 ; =
a — : : 8‘ : z 17 kDa
Cl.caspase-3/caspase-3 ratio 0 063 0 0.45 0 0.44 0 0.48
r
PARP [ e s S s S e Smme s (16KDa
Cleaved PARP g - — " 89kDa
Cl.LPARP/PARP ratio 0.02 0.31 0.05 044 0.05 0.54 0.04 0.45
CULAA e el S S S sw— — 87 kDa
Puin | - o
CDDP | - + - + - + - +
siKDM5D - - + + = & = -
p-KDM5D | - - - - - - + +
UKF-NB-3 UKF-NB-3CPDP
B
120 - B KDM5D
5
£ 100 = = - _ O CUL4A
S % * *
2 % sk **al;**
S 80 *k *k ok H Caspase-3
2 & Kok ok ok * % ¥ *
*5 60 gl R M ** M Cleaved caspase-3
E 40 *k
c e - 0O PARP
£ "
5 20
N - s s [ A | O Cleaved PARP
[42] o [m] + Ao a + 0O a N + 0
om =) an (=) [N o [a)
z 5 = 2a 8§ 88 8§22 &3
g S 5° 2 @2° 82 8°
™ G 4 =4 0 zZx <
o D =z o o
2 3 K =
z 2 9
(8]
[32]
i)
Z




Figure S19. Representative cytometric density dot plots in UKF-NB-3 corresponding to the quantitative data shown in Fig. SA.
Each panel represents the samples used in the experiment: (A) UKF-NB-3 CTR, (B) UKF-NB-3 with CDDP, (C) UKF-NB-3
NC, (D) UKF-NB-3 NC with CDDP, (E) UKF-NB-3 siKDM5 and (F) UKF-NB-3 siKDMS5D with CDDP. Each panel illustrates
fluorescence intensity distribution of Alexa Fluor 647 and anti-caspase-3 antibody. Gating and quadrant percentages indicate relative
proportions of positive and negative cell populations. NB3, cell line UKF-NB-3; NC, negative control; si, short interfering RNA.
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Figure S20. Flow cytometry analysis of cleaved caspase-3 in
in CDDP sensitive cell line UKF-NB-3 and CDDP resistant
cell line UKF-NB-3°PPP In sensitive cell line, the KDMS3s
pan-inhibitor did not significantly change the level of cleaved
caspase-3 even after CDDP treatment (48 h), but significantly
decreased the amount of cleaved caspase-3 compared with
control after CDDP treatment (P<0.001). In resistant cell line,
the KDMS5s pan-inhibitor did not significantly change the level
of cleaved caspase-3 even after CDDP treatment. Data are
shown as mean + standard deviation from three independent
experiments. Statistical significance was determined using
two-way ANOVA with Tukey's post hoc test ““P<0.001. CTR,
control.
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Figure S21. Representative cytometric density dot plots in UKF-NB-3 corresponding to the quantitative data shown in Fig. S20.
Each panel represents the samples used in the experiment: (A) UKF-NB-3 CTR, (B) UKF-NB-3 with CDDP, (C) UKF-NB-3
with KDOAM-25 and (D) UKF-NB-3 with KDOAM-25 and CDDP. Each panel illustrates fluorescence intensity distribution
of Alexa Fluor 647 and anti-caspase-3 antibody. Gating and quadrant percentages indicate relative proportions of positive and
negative cell populations. NB3, cell line UKF-NB-3; CTR, control.
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Figure S22. Representative cytometric density dot plots in UKF-NB-3°PPP corresponding to the quantitative data shown in
Fig. S20. Each panel represents the samples used in the experiment: (A) UKF-NB-3“PP? CTR, (B) UKF-NB-3PP? with CDDP,
(C) UKF-NB-3PP? with KDOAM-25 and (D) UKF-NB-3PP? with KDOAM-25 and CDDP. Each panel illustrates fluorescence
intensity distribution of Alexa Fluor 647 and anti-caspase-3 antibody. Gating and quadrant percentages indicate relative
proportions of positive and negative cell populations. NB3, cell line UKF-NB-3; CTR, control.
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Figure S23. Representative cytometric density dot plots in UKF-NB-3“PPP corresponding to the quantitative data shown in
Fig. 5B. Each panel represents the samples used in the experiment: (A) UKF-NB-3°PPF CTR, (B) UKF-NB-3°PP with CDDP,
(C) UKF-NB-3°P? mock, (D) UKF-NB-3“PP" mock with CDDP, (E) UKF-NB-3PP pl-KDM5D and (F) UKF-NB-3<PPF pl-
KDMS5D with CDDP. Each panel illustrates fluorescence intensity distribution of Alexa Fluor 647 and anti-caspase-3 antibody.
Gating and quadrant percentages indicate relative proportions of positive and negative cell populations. NB3, cell line UKF-

NB-3; mock, control cells with control plasmid; pl, ORF-clone plasmid.
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Figure S24. Flow cytometry histograms show cell cycle of UKF-NB-3 in (A) control, (B) cells after CDDP treatment (48 h),
(C) cells transfected with noncoding RNA (NC) (48 h), (D) NC after CDDP treatment (48 h), (E) cells transfected with siKDMS5D
(si) 48 h), (F) si after CDDP treatment (48 h). Histograms are representative from one measurement from three independent
experiments. CTR, control; NC, non-coding RNA; si, short interfering; pl, ORF-clone plasmid; NB3, cell line UKF-NB-3.
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Figure S25. Flow cytometry histograms showed cell cycle of UKF-NB-3PP? in (A) control, (B) cells after CDDP treatment
(48 h), (C) cells transfected with control plasmid (mock) (48 h), (D) mock after CDDP treatment (48 h), (E) cells transfected with
plasmid with KDMS5D (pl-KDMS5D) (48 h), (F) pl-KDMS5D after CDDP treatment (48 h). Histograms are representative from
one measurement from three independent experiments. NB3, cell line UKF-NB-3; CTR, control; NC, non-coding RNA; si, short
interfering RNA; pl, ORF-clone plasmid.
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Figure S26. Analysis of cell proliferation and cell migration by xCelligence. (A) Analysis of cell migration by xCELLigence
showing significance in UKF-NB-3 and UKF-NB-3PPP, Monitoring of cell migration by xCELLigence after transfection of
siKDM5D or plasmid with KDMS5D in neuroblastoma cell line UKF-NB3 and UKF-NB-3PP? (B) Analysis of cell proliferation
by xCELLigence showing significance in UKF-NB-3 and UKF-NB-3°PP?. Monitoring of cell proliferation by xCELLigence after
transfection of siKDMS5D or plasmid with KDMS5D in neuroblastoma cell line UKF-NB3 and UKF-NB-3°PF, (C) Analysis of
cell proliferation by xCELLigence in neuroblastoma cell line IMR-32. Monitoring of cell proliferation by xCELLigence after
transfection of siKDMS5D in neuroblastoma cell line IMR-32. (D) Analysis of cell proliferation by xCELLigence in neuroblastoma
cell line SK-N-F1. Monitoring of cell proliferation by xCELLigence after transfection of siKDMS5D in neuroblastoma cell line
SK-N-FI. (E) Western blotting verification of KDMS5D silencing in UKF-NB-3 cells transfected with siKDMS5D within 7 days.
Data are shown as mean + standard deviation from two independent experiments. Statistical significance was determined using
one-way ANOVA with Tukey's post hoc test. "P<0.05; “P<0.01; ““P<0.001. NC, non-coding RNA; si, short interfering; Mock,
control cells with control plasmid; pl, ORF-clone plasmid; NB3, cell line UKF-NB-3; NC, non-coding RNA; si, short interfering
RNA.
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Figure S27. Representative cytometric density dot plots in UKF-NB-3 corresponding to the quantitative data shown in Fig. 7A
and B. Each panel represents the samples used in the experiment: (A) UKF-NB-3 CTR, (B) UKF-NB-3 with CDDP, (C) UKF-NB-3
NC, (D) UKF-NB-3 NC with CDDP, (E) UKF-NB-3 siKDM5D and (F) UKF-NB-3 siKDM5D with CDDP. Each panel illustrates
fluorescence intensity distribution of Alexa Fluor 647 and anti-CUL4A antibody. Gating and quadrant percentages indicate relative
proportions of positive and negative cell populations. CTR, control; NB3, cell line UKF-NB-3; NC, non-coding; si, short interfering.
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Figure S28. Representative cytometric density dot plots in UKF-NB-3PP® corresponding to the quantitative data shown in
Fig. 7C. Each panel represents the samples used in the experiment: (A) UKF-NB-3 CDDP CTR, (B) UKF-NB-3 CDDP with
CDDP, (C) UKF-NB-3 CDDP mock, (D) UKF-NB-3 CDDP mock with CDDP, (E) UKF-NB-3 CDDP pl-KDMS5D and (F)
UKF-NB-3 CDDP pl-KDM5D with CDDP. Each panel illustrates fluorescence intensity distribution of Alexa Fluor 647 and
anti-CUL4A antibody. Gating and quadrant percentages indicate relative proportions of positive and negative cell populations.
CTR, control; control cells with control plasmid; pl, ORF-clone plasmid.
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Figure S29. Protein level of CUL4A in UKF-NB-3 and
UKF-NB-3“PPP after treatment with (KDMS5s pan-inhibitor)
KDOAM-25 and after CDDP treatment. Data are shown as
mean + standard deviation from three independent experiments.
Statistical significance was determined using two-way ANOVA
with Tukey's post hoc test. “P<0.01; ““P<0.001. CTR, control.
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Figure S30. Representative cytometric density dot plots in UKF-NB-3 corresponding to the quantitative data shown in Fig. 7C.
Each panel illustrates fluorescence intensity distribution of Alexa Fluor 647 and anti-CUL4A antibody. (A) UKF-NB-3 CTR, (B)
UKF-NB-3 with CDDP, (C) UKF-NB-3 with KDOAM-25 and (D) UKF-NB-3 with KDOAM-25 and CDDP. Gating and quadrant
percentages indicate relative proportions of positive and negative cell populations. CTR, control; NB3, cell line UKF-NB-3.
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Figure S31. Representative cytometric density dot plots in UKF-NB-3°PPP corresponding to the quantitative data shown in Fig. 7C.
Each panel represents the samples used in the experiment: (A) UKF-NB-3°PP? CTR, (B) UKF-NB-3PP? with CDDP, (C) UKF-
NB-3°PP? with KDOAM-25 and (D) UKF-NB-3PP? with KDOAM-25 and CDDP. Each panel illustrates fluorescence intensity
distribution of Alexa Fluor 647 and anti-CUL4A antibody. Gating and quadrant percentages indicate relative proportions of

positive and negative cell populations. CTR, control; NB3, cell line UKF-NB-3.
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Figure S32. Kaplan-Meier curves analyzing KDMS5D expression data and overall survival of patients in two different
neuroblastoma datasets: Tumor Neuroblastoma by Kocak (649; custom; agd4kcwolf) in (A) male patients with stages 1, 2, 3
and 45; (B) male patients with stage 4 and (C) all INSS in male patients; Tumor Neuroblastoma by Oberthuer (251; custom;
amexp255) in (D) male patients with stages 1, 2, 3 and 4S and (E) male patients with stage 4 and (F) all INSS in male patients
via the R2: Genomics Analysis and Visualization Platform. Statistical significance of survival differences was determined using
the log-rank (Mantel-Cox) test. INSS, International Neuroblastoma Staging System.

Ao W D 1 L s
0.9} 0.9}
> 08} High (n=87) > 08} High (n=53)
% 0.7+ Low (n=89) % 0.7k Low (n=54)
Q Qo
S 06} S 06f
o o
2 05p E
c c
S 04¢F S5 04¢
w w
© 03f © 03}
(] (]
3 o2} 3 02}
o1r p0.174 01r p0.177
0.0 0.0
0 24 48 72 96 120 144 168 192 0 24 48 72 96 120 144 168 192
Follow up (months) Follow up (months)
B E 1
0.9} \
> High (n=44) > 08} High (n=19)
= Low (n=45) Z 07} Low (n=20)
© ©
Q Q
o e o06f
Q. Q.
g S 05f
b >
3 3 04}
T 03} T 03}
g g
& 02} o o2}
01r p0.278 01t p 9.816-03
0.0 0.0
0 24 48 72 96 120 144 168 192 0 24 48 72 96 120 144 168 192
Follow up (months) Follow up (months)
C o Fooiops
0.9} 0.9 jx\u
> 08} High (n=123) > 08} _H'\L High (n=87)
% 0.7k Low (n=142) % 0.7k * Low (n=88)
Ko} Qo
S 06} ° 06}
[o% o
S 05} S 05}
c c
2 0.4 2 04}
s 03} s 03}
g g
o 02¢p & 02¢f
o1t p 1.92e-06 oty p 0.377
0.0 0.0
0 24 48 72 96 120 144 168 192 0 24 48 72 96 120 144 168 192

Follow up (months) Follow up (months)



Figure S33. Kaplan-Meier curves analyzing CUL4A expression data and overall survival of patients in two different neuroblastoma
datasets: Tumor Neuroblastoma by Kocak (649; custom; ag44kcwolf) in (A) male patients with stages 1, 2, 3 and 4S5, (B) male
patients with stage 4 and (C) all INSS in male patients; Tumor Neuroblastoma by Oberthuer (251; custom; amexp255) in (D) male
patients with stages 1, 2, 3 and 4S and (E) male patients with stage 4 and (F) all INSS in male patients via the R2: Genomics
Analysis and Visualization Platform. Statistical significance of survival differences was determined using the log-rank (Mantel-
Cox) test. INSS, International Neuroblastoma Staging System.
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