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Supplementary Table S1. Selectivity index (SI) values for compounds 2b, 4d, 4e, 4f, 4h, 4i, 4j and
4m. Sl values were calculated for each compound as follows: 1Cso in normal (HFF-1) fibroblast
cells/ICso in pancreatic (AsPC-1, BxPC-3 and Capan-2), or paraganglioma (PTJ64i, PTJ86i) cancer

cells (see ICsp values in Table 2 of the main text).

Selectivity index (SI) values

Pancreatic cancer Paraganglioma
AsPC-1 BxPC-3 Capan-2 PTJ64i PTJ86i
2b 1.72 1.43 1.09 2.52 1.28
4d 1.20 2.31 1.03 1.36 0.74
4e 1.31 1.56 1.18 1.70 0.88
4f 0.65 0.35 0.33 0.53 0.51
4h 0.95 0.96 0.65 1.59 0.70
4i 1.01 0.81 0.53 1.74 1.28
4j 1.90 1.30 0.75 1.62 1.04

4m 1.22 1.05 0.77 1.32 0.52




Supplementary Figure S1. Effect of combined treatments with compound 4k and gemcitabine on
the viability of pancreatic cancer (AsPC-1, BxPC-3 and Capan-2) and normal (HFF-1) fibroblast
cells. Cell viability was assessed by MTT assays after a 72-h incubation of cells with 4k and
gemcitabine at the indicated concentrations, as single agents or in combination. Histograms
represent the means +SD of two independent experiments with quintuplicate determinations.

Combination indexes (Cls) were calculated by CompuSyn software. Combinations assessed as

synergistic by Cls < 1 are indicated.
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Supplementary Figure S2. Interaction diagram of compounds 2b, 4a-p in the catalytic site of
CBR1 (PDB:6KPG).
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Supplementary Figure S3. Interaction diagram of compounds 2b, 4a-p in the catalytic site of
the chimera SENP2-loopl of SENP6 (PDB:3Z05).
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Gradient Shimming

Sample Name:
AA943A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: AA943A

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Jul 9 2020

Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

width 4803.1 Hz

16 repetitions
OBSERVE H1l, 300.1976543 MHz
DATA PROCESSING

FT size 16384
Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA943A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdecl3
Data collected on: Jul 9 2020

Temp. 20.5 C / 293.6 K
Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 0.868 sec

Width 18867.9 Hz

2880 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1l, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ~-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz

FT size 32768
Total time 21 hr, 28 min




Gradient Shimming

Sample Name:
AA949B

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: PROTON

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Sep 28 2020

Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acg. time 1.706 sec

width 4803.1 Hz

16 repetitions
OBSERVE H1, 300.1976543 MHz
DATA PROCESSING
FT size 16384
Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA948A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: AA948A C13

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Sep 28 2020

Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acqg. time 0.868 sec

width 18867.9 Hz

1080 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768
Total time 16 hr, 6 min




Gradient Shimming

Sample Name:
AA701A
Data Collected on:
m300-mexrcury300
Archive directory:
/export/home/chempack/vamrsys/data
Sample directory:

FidFile: AA701A

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Nov 19 2015

Temp. 18.0 C / 291.1 K
Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

wWidth 4803.1 Hz

16 repetitions
OBSERVE H1, 300.1976543 MHz
DATA PROCESSING
FT size 16384
Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA701A
Data Collected on:
m300-mexrcury300
Archive directory:
/export/home/chempack/vnmrsys/data
Sample directory:

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Nov 19 2015

Temp. 20.7 C / 293.9 K
Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 0.868 sec

Width 18867.9 Hz

640 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1l, 300.1991980 MHz
Power 38 4B

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768
Total time 1 hr, 36 min
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Gradient Shimming

Sample Name:
AA955A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: AA955A

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Nov 11 2020

Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

width 4803.1 Hz

16 repetitions

OBSERVE H1, 300.1976543 MHz
DATA PROCESSING

FT size 16384

Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA955A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Nov 11 2020

Temp. 17.6 C / 290.8 K
Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acqg. time 0.868 sec

width 18867.9 Hz

2688 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768
Total time 2 hr, 8 min
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Gradient Shimming

Sample Name:
AA952A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: AA952A

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Oct 7 2020

Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

width 4803.1 Hz

16 repetitions
OBSERVE H1l, 300.1976543 MHz
DATA PROCESSING
FT size 16384
Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA952A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Oct 8 2020

Temp. 18.7 C / 291.9 K
‘Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 0.868 sec

Width 18867.9 Hz

4032 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1l, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768
Total time 3 hr, 13 min
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Gradient Shimming

Sample Name:
AA675ppt
Data Collected on:
m300-mercury300
Archive directory:
/export/home/chempack/vnmrsys/data
Sample directory:

FidFile: AA675ppt

Pulse Sequence: PROTON (s2pul)
Solvent: dmso
Data collected on: Oct 27 2014

Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 1.706 sec

wWidth 4803.1 Hz

16 repetitions
OBSERVE H1, 300.1990802 MHz
DATA PROCESSING
FT size 16384
Total time 0 min 45 sec
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Sample Name: ﬁW\ el
AA675ppt _\\l I..»_ /

Data Collected on:
m300-mercury300
Archive directory:
/export/home/chempack/vnmrsys/data
Sample directory: h*

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: dmso
Data collected on: Oct 27 2014

Temp. 20.1 C / 293.2 K
Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 0.868 sec

width 18867.9 Hz

576 repetitions
OBSERVE C13, 75.4851188 MHz
DECOUPLE H1, 300.2006240 MHz
Power 38 4B

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768
Total time 1 hr, 4 min
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Gradient Shimming : &v -

Sample Name: — ww
AA1009A Lok
Data Collected on:
m300-mexrcury300 ﬁmV\ T mv
Archive directory: ’
/home/ammazza/vnmrsys/data
Sample directory:

AA1008A_20210409_01
FidFile: AA1009A

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Apr 9 2021

Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

width 4803.1 Hz

16 repetitions

OBSERVE H1l, 300.1976543 MHz
DATA PROCESSING

FT size 16384

Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA1009A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
AA1008A_20210409_01

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Apr 13 2021

Temp. 17.6 C / 290.8 K
Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acqg. time 0.868 sec

Width 18867.9 Hz

3520 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1l, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768
Total time 2 hr, 8 min




Gradient Shimming

Sample Name:
AA948A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: AA948A

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Sep 28 2020

Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

width 4803.1 Hz

16 repetitions

OBSERVE H1l, 300.1976543 MHz
DATA PROCESSING

FT size 16384

Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA948A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Sep 28 2020

Temp. 18.6 C / 291.8 K
Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acqg. time 0.868 sec

width 18867.9 Hz

1024 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768
Total time 16 hr, 6 min

ﬁh-%ﬁ\

._____________._____-______

80 60

_,__,_:f,__L_ﬁ___E___;._EEE.E_E_E |

40 20 ppm



Gradient Shimming

Sample Name:
AA702B
Data Collected on:
m300-mercury300
Archive directory:
/export/home/chempack/vnmrsys/data
Sample directory:

FidFile: AA702B

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Nov 19 2015

Temp. 18.0 C / 291.1 K
Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

width 4803.1 Hz

16 repetitions
OBSERVE H1l, 300.1976543 MHz
DATA PROCESSING
FT size 16384
Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA702A
Data Collected on:
m300-mexcury300
Archive directory:
/export/home/chempack/vnmrsys/data
Sample directory:

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Nov 19 2015

Temp. 20.7 C / 293.9 K
Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acqg. time 0.868 sec

width 18867.9 Hz

192 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768
Total time 1 hr, 36 min
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Gradient Shimming

Sample Name:
AA993B

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: AA993B2

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Mar 22 2021

Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

width 4803.1 Hz

16 repetitions

OBSERVE H1, 300.1976543 MHz
DATA PROCESSING

FT size 16384

Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA993B

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
AA1008A_20210409_01

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Apr 15 2021

Temp. 18.2 C / 291.4 K
Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees
Acg. time 0.868 sec
width 18867.9 Hz

31808 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1l, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768
Total time 18 hr, 47 min




Gradient Shimming

Sample Name:
AA951A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: AA951A

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Oct 7 2020

Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

Width 4803.1 Hz

16 repetitions
OBSERVE H1l, 300.1976543 MHz
DATA PROCESSING
FT size 16384
Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA951A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Oct 7 2020

Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acg. time 0.868 sec

width 18867.9 Hz

5000 repetitions

OBSERVE C13, 75.4847602 MHz
DECOUPLE H1l, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ-16 modulated

DATA PROCESSING

Line broadening 0.5 Hz

FT size 32768

Total time 2 hr, 41 min




Gradient Shimming

Sample Name:
AA1016ppt

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
AA1008A_20210409_01

FidFile: AA101l6ppt

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Apr 22 2021

Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acqg. time 1.706 sec

Width 4803.1 Hz

16 repetitions
OBSERVE H1, 300.1976543 MHz
DATA PROCESSING

FT size 16384
Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AAl0l6ppt

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
AA1008A_20210409_01

FidFile: AA10l6ppt_C13

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3

Data collected on: Apr 26 2021

Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 0.868 sec

Width 18867.9 Hz

1856 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1l, 300.1991980 MH=z
Power 38 4B

continuously on

WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz

FT size 32768
Total time 1 hr, 36 min
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Gradient Shimming

Sample Name:
AA950Admso

Data Collected on:
m300-mexrcury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: AA950Admso

Pulse Sequence: PROTON (s2pul)
Solvent: dmso
Data collected on: Oct 14 2020

Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees

Acqg. time 1.706 sec

width 4803.1 Hz

16 repetitions
OBSERVE H1, 300.1990802 MHz
DATA PROCESSING
FT size 16384
Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA950Admso

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vamrsys/data

sample directory:
MF255_20150422_01

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: dmso
Data collected on: Oct 14 2020

Temp. 16.7 C / 289.9 K
Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 0.868 sec

width 18867.9 Hz

3840 repetitions
OBSERVE C13, 75.4851188 MHz
DECOUPLE H1, 300.2006240 MHz
Power 38 dB

continuously on

WALTZ-16 modulated

DATA PROCESSING

Line broadening 0.5 Hz

FT size 32768

Total time 2 hr, 41 min
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Gradient Shimming

Sample Name:
AA964ppt

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: PROTON

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Feb 12 2021

Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 1.706 sec

Width 4803.1 Hz

16 repetitions

OBSERVE H1, 300.1976543 MHz
DATA PROCESSING

FT size 16384

Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA964ppt

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Feb 12 2021

Temp. 17.6 C / 290.8 K
Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acqg. time 0.868 sec

width 18867.9 Hz

1600 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1l, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ-16 modulated

DATA PROCESSING

Line broadening 0.5 Hz

FT size 32768
Total time 1 hr, 36 min




Gradient Shimming

Sample Name:
AA963ppt

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

sample directory:
MF255_20150422_01

FidFile: AA963ppt

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Feb 25 2021

Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acqg. time 1.706 sec

width 4803.1 Hz

16 repetitions

OBSERVE H1, 300.1976543 MHz
DATA PROCESSING

FT size 16384

Total time 0 min 45 sec
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Gradient Shimming

Sample Name:
AA963ppt

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
AA1008A_20210409_01

FidFile: CARBON

Pulse Sequence: CARBON (s2pul)
Solvent: cdcl3
Data collected on: Apr 22 2021

Temp. 17.5 C / 290.6 K
Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 0.868 sec

width 18867.9 Hz

30976 repetitions
OBSERVE C13, 75.4847602 MHz
DECOUPLE H1l, 300.1991980 MHz
Power 38 dB

continuously on

WALTZ-16 modulated

DATA PROCESSING

Line broadening 0.5 Hz

FT size 32768

Total time 53 hr, 41 min




Gradient Shimming F+.mu

Sample Name:
AA962A

Data Collected on:
m300-mercury300

Archive directory:
/home/ammazza/vnmrsys/data

Sample directory:
MF255_20150422_01

FidFile: AA962Acrist

Pulse Sequence: PROTON (s2pul)
Solvent: cdcl3
Data collected on: Feb 24 2021

Operator: ammazza

Relax. delay 1.000 sec

Pulse 45.0 degrees

Acg. time 1.706 sec

width 4803.1 Hz

16 repetitions

OBSERVE H1, 300.1976543 MHz
DATA PROCESSING

FT size 16384

Total time 0 min 45 sec

(.
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Gradient Shimming

Sample Name:
an962ACyt .

Data Collected on:
m300-mexrcury300

Archive directory:

/home/ammazza/vamrsys/data

Sample directory:
MF255_20150422_01
FidFile: CARBON

Pulse Sequence: CARBON (s2pul)

Solvent: cdcl3

Data collected on: Mar 3 2021

Temp. 17.4 C / 290.6 K
Operator: ammazza

Relax. delay 1.000 sec
Pulse 45.0 degrees
Acg. time 0.868 sec
width 18867.9 Hz

2624 repetitions

OBSERVE C13, 75.4847602 MHz
DECOUPLE H1, 300.1991980 MHz

Power 38 dB
continuously on
WALTZ-16 modulated
DATA PROCESSING

Line broadening 0.5 Hz
FT size 32768

Total time 2 hr, 8 min
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