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Figure S1. Kaplan-Meier plots of OS in ileal NET patients according to gender and age.
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Table S1. Percentage of hERG1 positive tumour cells in relation to baseline characteristics
in ileal NET patients.

% hERG1 positive tumor cells

Median value (range) p

Overall 80 (0-100)
Age

<70 80 (0-100)

270 90 (0-100) 0.420
Gender

Female 80 (0-100)

Male 90 (0-100) 0.496
TNM at diagnosis

I 45 (0-100)

11 90 (0-100)

v 80 (0-100) 0.289
Metastases at diagnosis

No 90 (0-100)

Yes 80 (0-100) 0.233
Radical Surgery

No 80 (0-100)

Yes 85 (0-100) 0.549
Ki67 (%)

<3 80 (0-100)

3-20 90 (0-100)

>20 0 (0-0) 0.210
SSA Receptors!

No 90 (0-100)

Yes 80 (0-100) 0.509
PET-FDG?

No 80 (0-100)

Yes 90 (0-100) 0.306
Grading

G1 80 (0-100)

G2 90 (0-100)

G3 0 (0-0) 0.210

1 SSA Receptors: somatostatin analogs receptors.

2 PET-FDG: fluorodeoxyglucose (FDG)-positron emission tomography (PET).



Table S2. Univariate analysis of Overall Survival in TNM stage 1V iNET. Statistically
significant values are reported in bold. nr: not reached

Median 0S° 5
N. patients  N. deaths (months) HR
4 (95% CI)
(95% CI')
Overall 15 7 nr - -
Age (continuous variable) 15 7 - 1.017 (0.957-1.080)  0.592
<70 12 6 nr 1.00
270 3 1 nr 0.72 (0.08-6.05) 0.761
Gender
Female 11 4 nr 1.00
Male 4 3 26 (6-nr) 3.40 (0.74-15.56)  0.114
Metastases at diagnosis
No 0 - - 1.00
Yes 15 7 nr - -
Radical Surgery
No 12 6 75 (8-nr) 1.00
Yes 3 1 nr 0.63 (0.07-5.23) 0.667
Ki67 (%)
<3 4 1 nr 1.00
3-20 9 4 nr 2.40 (0.27-21.58)
>20 2 2 21 (8-nr) 11.08 (0.87-141.59)  0.137
SSA Receptors6
No 3 2 18 (8-nr) 1.00
Yes 12 5 nr 0.44 (0.08-2.31) 0.332
PET-FDG'
No 10 5 nr 1.00
Yes 3 1 nr 0.85 (0.10-7.30) 0.881
% hERGT1 positive cells
Negative (<40) 5 5 34 (6-nr) 1.00
Positive (>40) 10 2 nr 0.12 (0.02-0.65) 0.013

3 0s: overall Survival.

4 HR: Hazard Ratio.

5 ¢l Confidence Interval

6 554 Receptors: somatostatin analogs receptors.

7 PET-FDG: fluorodeoxyglucose (FDG)-positron emission tomography (PET).



Table S3. Univariate analysis of Progression Free Survival in

patients. Statistically significant values are reported in bold.

TNM I-11I ileal NET

o 8
N.pts N. events Vo 5-years PES P (logrank) HRI0 P (Cox)
(95% CI°) (95% CI)

Overall 16 10 30 (6-54) - -
Age (continuous 0975  (0.928-
variable) 16 10 i i 1.024) 0312

<70 10 7 30 (2-58) 1.00

>70 6 3 27 (0-71) 0.605 0.70 (0.18-2.72)  0.607
Gender

Female 5 2 53 (5-100) 1.00

2.67 (0.56-

Male 11 8 20 (0-45) 0.198 12.66) 0.215
Metastases at diagnosis

No 0 - - 1.00

Yes 15 9 30 (6-54) - - -
Radical Surgery

No 1 1 0 1.00

Yes 15 9 32 (7-58) 0.308 0.34 (0.04-3.02)  0.331
Ki67 (%)

<3 11 6 35 (4-66) 1.00

3-20 5 4 20 (0-55) 1.65 (0.46-5.94)

>20 0 - - 0.438 - 0.442
SSA Receptors'!

No 8 5 29 (0-62) 1.00

Yes 8 5 33 (0-69) 0.870 1.11(0.32-3.86)  0.870
PET-FDG!2

No 10 8 13 (0-37) 1.00

Yes 3 0 100 0.029 ne -
% hERG1 positive cells

Negative (<40) 2 0 100 1.00

Positive (>40) 14 10 23 (0-46) 0.164 ne -

8 pFs: Progression Free Survival.

% HR: Hazard Ratio.

10 ¢y Confidence Interval

1 SSA Receptors: somatostatin analogs receptors.

2 pET-FDG: fluorodeoxyglucose (FDG)-positron emission tomography (PET).



Table S4. Univariate analysis of Progression Free Survival in TNM 1V ileal NET patients.

Median PFS13 HRIS
N.pts N.events (months) P (logrank) P (Cox)
(95% CI)
(95% CI'%)

Overall 15 14 6 (3-9) - - -
Age (continuous variable) 15 14 - - 0.977 (0.933-1.023)  0.327

<70 12 12 6 (3-13) 1.00

>70 3 2 6 (2-nr) 0.441 0.55 (0.12-2.54) 0.446
Gender

Female 11 10 7 (3-16) 1.00

Male 4 4 3 (0-nr) 0.187 2.22 (0.66-7.53) 0.199
Metastases at diagnosis

No 0 - - 1.00

Yes 15 14 6 (3-9) - ne -
Radical Surgery

No 12 11 6 (2-16) 1.00

Yes 3 3 5 (3-nr) 0.332 1.94 (0.50-7.61) 0.340
Ki67 (%)

<3 4 3 12 (5-nr)2 1.00

3-20 9 9 3(0-9) 2.66 (0.70-10.05)

>20 2 2 9 (5-nr) 0.323 1.81 (0.29-11.26) 0.347
SSA Receptors!®

No 3 3 5 (2-nr) 1.00

Yes 12 11 7 (3-16) 0.077 0.28 (0.06-1.26) 0.098
PET-FDG'

No 10 9 6 (0-13) 1.00

Yes 3 3 3 (3-nr) 0217 242(0.57-1030) 0231
% hERG1 positive cells

Negative (<40) 5 5 9 (3-nr) 1.00

Positive (240) 10 9 5 (0-8) 0.765 1.19 (0.38-3.68) 0.765

13 pfs: Progression Free Survival.

1% HR: Hazard Ratio.

B Confidence Interval

16 55 Receptors: somatostatin analogs receptors.

Y7 pET-FDG: fluorodeoxyglucose (FDG)-positron emission tomography (PET).



Figure S2. Kaplan-Meier plots of PFS in ileal NET patients according to hRERG1 expression (cut-
off: 40%). Blue curves: hERGI negative samples (<40%), Red curves: hERG1 positive samples

(>40%).
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Table S5. Univariate analysis of Progression Free Survival in TNM I-III pancreatic NET

patients. Statistically significant values are reported in bold.

o 1
N.pts N.events %o 5-years PFS'? P (logrank) HRZ0 P (Cox)
(95% CI') (95% CI)

Overall 40 9 76 (63-90) - - -
Age (continuous variable)

<70 30 8 71 (55-88) 1.00

>70 10 1 90 (71-100) 0.240 0.31 (0.04-2.46) 0.267
Gender

Female 22 4 82 (65-98) 1.00

Male 18 5 69 (47-92) 0.500 157 (0.42-5.84)  0.503
Metastases at diagnosis

No 40 9 76 (63-90) 1.00

Yes 0 - - - ne -
Radical Surgery

No 0 - - 1.00

Yes 40 9 76 (63-90) - ne -
Ki67 (%)

<3 26 3 88 (76-100) 1.00

3-20 13 5 55 (26-85) ne

>20 1 1 0 <0.0001 ne -
SSA Receptors?!

No 0 - - 1.00

Yes 10 6 27 (0-59) - ne -
PET-FDG?

No 3 1 67 (13-100) 1.00

Yes 4 2 50 (1-99) 0.829 1.31(0.11-15.21)  0.829
% hERG1 positive cells

Negative (<40) 25 6 73 (55-92) 1.00

Positive (>40) 15 3 80 (60-100) 0.734 0.79 (0.20-3.15)  0.734

18 pfs: Progression Free Survival.

19 HR: Hazard Ratio.

20 ¢y Confidence Interval

2L ssp Receptors: somatostatin analogs receptors.

22 pET-FDG: fluorodeoxyglucose (FDG)-positron emission tomography (PET).



Table S6. Univariate analysis of Progression Free Survival in TNM IV pancreatic NET
patients. Statistically significant values are reported in bold.

Median PFS*® .
N.pts N.events (months) P (logrank) P (Cox)
24 (95% CI)
(95% CI™")

Overall 19 16 9 (4-31) - - -
Age (continuous variable)

<70 16 14 8 (4-31) 1.00

>70 3 2 10 (2-nr) 0.821 0.84 (0.19-3.77)  0.822
Gender

Female 7 5 74 (2-nr) 1.00

Male 12 11 8 (2-22) 0.150 2.32(0.71-7.57) 0.162
Metastases at diagnosis

No 0 - - 1.00

Yes 19 16 9 (4-31) - ne -
Radical Surgery

No 17 14 8 (2-74) 1.00

Yes 2 2 16 (10-nr) 0.855 1.15(0.25-5.30)  0.856
Ki67 (%)

<3 5 5 22 (5-nr) 1.00

3-20 8 5 20 (2-nr) 0.95 (0.25-3.56)

>20 6 6 4 (1-nr) 0.018 4.72 (1.13-19.66)  0.038
SSA Receptors26

No 1 1 2(9) 1.00

Yes 11 9 22 (5-74) 0.0009 ne -
PET-FDG*

No 5 3 31 (8-nr) 1.00

Yes 8 8 5 (2-10) 0.043 3.77 (0.95-14.90)  0.058
% hERG1 positive cells

Negative (<40) 16 14 10 (5-31) 1.00

Positive (>40) 3 2 4 (1-nr) 0.910 1.09 (0.24-4.90)  0.909

2 prs: Progression Free Survival.

24 14R: Hazard Ratio.

2 ¢ Confidence Interval

26 5sp Receptors: somatostatin analogs receptors

27 PET-FDG: fluorodeoxyglucose (FDG)-positron emission tomography (PET).



Figure S3. Kaplan-Meier plots of PFS in pancreatic NET patients according to hRERG1 expression
(cut-off: 40%) in TNM I-1II (left) and TNM 1V patients (right). Blue curves: hRERG1 negative
samples (<40%), Red curves: hERG1 positive samples (>40%).
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Table S7. P values of the comparison between control and E4031- treated INS 1E.

P value
24h  0.002
48h  0.040

CTR vs 0.1 uM 7oh 0.020
96h  0.004
24h 0013
48h 0030
CIRvs 1M = <0001
96h  <0.001
24h  0.004
48h  0.010
TR vs 1 ——
CIRvs10pM. = <0001
96h  <0.001
24h  0.002
48h 0011
CTR vs 25 yM 7oh 0.001
96h  <0.001
24h  <0.001
48h  0.007
CTRvs50uM = 0.001
96h  <0.001
24h 0001
48h  0.006
TR vs 1 O
CTRvs100M = 0,001
96h  <0.001
24h  0.002
48h  0.001
TR e
CTRvs2000M = 0001

96h  <0.001




