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Figure S1. Illustrative representation of the Gridbox, generated in the PyMol software. The image shows the spatial
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configuration applied to one of the target proteins (HSP90) subjected to broad search docking, representing the procedure
adopted for all other structures analyzed. The orange sphere represents the protein's active site, always included in all

assays.
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Figure S2. Possible targets with expression modulated by the suggested treatment, according to the basal expression in

each lineage (normalized transcripts per million - nTPM).
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Figure S3. Protein interaction network (PPI) generated by the STRING platform for the histone deacetylases HDAC1, HDAC2,
HDAC3, HDAC6, and HDACS - primary targets of the epigenetic inhibitor vorinostat - and protein HSP90AA1 - identified as
high basal expression for the cell lines PC-3, DU-145, KG-1, and MOLM-13.

Figure S4. Images of resulting complex between docking of the molecule (+)- PTC and the proteins HDAC2 (PDBID
4L.XZ7), HDAC3 - ACT site (PDBID 4A69), HDAC3 - 10P site (PDBID 4A69), HDAC6 (PDBID 5B8D), HDACS
(PDBID 1T64), HSP90 (PDBID 1BYQ).



Table S1. DockThor software default parameters for the wide search docking procedure

Parameter Value
XYZ box dimension 40
Discretization 0.42
Number of evaluations 1,000,000
Population size 750
Number of runs 24

Table S2. Human cell line origins and plating concentrations

Cell line Histological type Origin ~ Seeding concentration / (cells mL™?)
PC-3 (prostate carcinoma) prostatic adenocarcinoma BCRJ 0.1 x 10°
DU-145 (prostate carcinoma) prostatic adenocarcinoma BCRJ 0.8 x10°
KG-1 (acute myeloid leukemia) myeloblast NCI 0.3 x 10°
MOLM-13 (acute myeloid leukemia) monoblast NCI 0.1 x10°

US-NCI: United States National Cancer Institute; BR-BCRJ: Cell Bank of Rio de Janeiro.



Table S3. Target fishing for pterocarpan in the platform TargetNet, Swiss, and Cortellis Drug Discovery Intelligence
(CDDI)

TargetNet Swiss CDDI
P08183 P08183 P05067
P03372 P18031 P09917
Q92731 Q14432 P06276
P09917 Q13370 P42574
P35463 Q9Y233 P01588
P26684 P12931 P03372
P21728 P35968 Q92731
P18031 Q5S007 B4DQM1
Q6B856 P09874 P19113
Q03181 P47869 AlA4Y4
Q3KRES P49798 P01584
Q9UNQO Q04759 P05231
P02550 060885 P01106
P37231 060674 Q16236
Q07869 Q9H8M2 P16233
P11511 Q9Y5Y9 P37231
P05979 P45983 pP27815
P14174 P53779 Q07343
042713 P49841 Q08493
P35869 P24941 Q08499
P12527 P11802 P23219
P23219 P23219 P31645
Q14432 P10721 P12931
P35398 QRYAAS
P08581 HOY4W2
043353 P16234 Q9IBX84
P63000 P28907 P01375
P51452 P23443 Q8NHX9
P27338 014965 P12023
P35236 P24941
014842 Q9H4B4
P18825 QINYY3
P63001 P46098
Q04206 P43405
P04058 076074
P16050 000408
P55211 P21554

P24468 P34972




Q63470 P07333

P23280 P09619
P21397 P35916
Q16548 P36888
P05177 P30411
P21396 Q13255
P22303 P23946
Q9HC97 P30281
P33261 P42574
Q01959 P21980
P14061 P22735
P47936 Q08188
QINR96 Q02750
P21918 P10275
P35367 P28472
P10275 P28472
P06401 P28472
P28566 P18507
P31645 P06239
P49759 Q08493
P05067 Q16769
P18089 Q02156
P04150 P24723
P22086 Q9Y463
060755 P15538
P16234 Q9UBU7
P08173 P19099
P08235 Q08881
P15121 QIUGN5
P29477 P32246
Q07343 P55210
P08913 P49759
042275 Q8NER1
Q08499 P07949
P01375 P37059
060240 Q15303
Q05769 P68400
P19643 Q8IXJ6
P04054 Q12866
P41235 P15311
P37059 P14867

P79208 Q13133




Q00G26 P00558

P13866 Q15349
P18901 P55055
P34995 P25090
P08575 Q99572
P18130 P31644
P10827 P06213
P10826 014920
P10828 P62136
P10276 P04629
P19327 P05362
Q15722 P16581
Q07820 P33981
P12268 P00918
P43140 P43166
P35563 P00915
P23944 043570
P31639 043293
P43119 P29274
P13631 P19320
P43088 P42336
P80457 P28472
P20288 P18507
Q02769 P09619
P05093 P78396
P61169 P20248
Q13133 P24385
P15207 P11802
P28564 P30279
P22001 P34903
P23141 P18507
Q9Y271 P18507
P43116 P14867
QO6RI1 P18507
P31388 P31644
P05129 P28472
P16581 Q16445
000748 000311
P32305

P07943

P30305

P31652




P27815
P37058
P24530
P08908
P05121
QIY2R2
P28223
P03909
095977
P19793
Q96RI0
P14842
Q02156
014684
P47898
Q14416
Q8TDS4
P11597
Q05397
P11712
P28335
Q99720
Q02127
P07900
P49286
P08912
Q8TDU6
P26358
P17706
Q05655
Q9GZU7
P35916
P14416
P16116
P60953
P23975
P25105
P11309
095136
P35354
P35228
P34975




P05622
P20292
P07949
P25101
P30557
P19099
Q13464
P28702
P31941
P35368
P05771
P16753
P21453
P41180
P43166
Q13627
QIROCY
P21917
P48039
P22748
P37268
Q9Y5X4
P05362
P53779
014746
P03684
P08842
P48443
P20272
P00533
Q99500
Q62758
QIULX7
QYHC16
P55245
P31424
P48145
P34972
P29474
095180
P35610
P03238




Q02763
P35462
P23977
P05186
P43681
Q923Y8
P25116
P31421
Q62053
P52732
Q14524
Q8IXJ6
P29597
P09483
P43403
P36888
P10635
P97612
000519
P42330
P51679
Q12809
P14555
P35348
Q00975
QIHAZ1
P15538
QY233
P00517
P09619
P35408
Q16790
P49841
P08172
P34969
Q60492
P37136
P50130
Q99685
075116
Q00987
Q13224




P31749
P34998
P31213
Q9BY41
P08473
043614
P00766
035433
P00760
P51677
P07858
QIY5Y4
Q9H244
P30291
P29089
P33765
Q07422
P25104
P14600
P25100
Q13085
P56658
P19320
QY6EB6
Q07912
000767
043193
000763
000408
QIUMT73
Q01727
Q01726
P18084
P08253
P80365
P25929
P21451
P21452
Q494W8
P36544
Q04631
P50052




P13497
P04035
P46098
014672
QIPIW9
P23795
Q92847
P50579
P09960
P30542
P30543
P25774
P25779
Q55007
P30729
P37288
Q04759
P23458
P25025
P25024
P41968
P25021
P12822
P12821
P04049
P00750
Q02750
P32240
P52333
P04626
P11802
P04629
P54760
P05106
Q13946
P56817
Q00535
043497
P25099
P51639
P11362
P41144




P41145
P41146
Q15761
P41143
P33032
P78396
P42866
P48147
P14740
P21980
P42345
QY243
Q00788
P10980
P03069
P23385
P35353
P35218
060725
P22460
Q29463
P62993
P05364
P48736
P00374
P00375
P43405
P08588
Q00960
P08581
Q920D2
PO7711
P49137
P40238
P34913
Q06187
Q13639
P36897
Q8NER1
P30518
P25103
Q99705




P08311
Q9Y520
Q95323
Q13258
P29371
P30939
043613
P49810
P29274
P29275
Q9QZN9
P31390
P31391
Q14790
Q15077
043570
Q15078
P24941
P49355
P49356
P07478
P29476
P29475
PO7477
P28221
P28222
P08631
Q15759
P19634
P41149
Q08881
P07333
P07339
P08709
P28647
P47900
P35968
P35557
060674
P30559
P30411
P30553




P30551
P30556
P70536
P42892
P98170
P56450
P20444
P05556
P06737
P53350
P45984
P53609
P45983
Q04609
P23443
P00747
P00742
Q5RAGO
P00749
P12931
P41279
Q9H228
P20701
P47901
Q7TMRO
P49682
P49840
QIQYNS
014939
Q8TDV5
P23978
015379
Q05469
Q86V86
Q16602
P32245
P32247
P32246
P00491
P43115
P47820
P35346




P00797
P27487
P78536
P16184
015530
P13516
P32745
P35351
P50172
P08254
Q64663
P08482
P08483
P30560
P47871
096020
096017
P41231
096013
P19156
P56524
P18405
QBV1X1
P55210
P55212
077636
P51681
P28845
P51685
P31648
P31389
P56481
P15144
P07948
Q969F8
P14780
P11387
P29466
P61073
P28482
P06493
Q95136




P13945
P00918
095822
P20648
P07308
070536
P48067
P00915
Q9QYJ6
P21731
P08514
P49146
P30530
P46663
P32238
P32239
P30874
P30872
P14324
P16257
P42785
Q13547
P06239
P50750
P68400
P31751
P33533
P32300
P33535
P39900
P24557
Q9GZT9
P13726
P35439
Q8WW43
P20309
Q8T6T2
P07607
P42262
P51661
P97266
P19020




P03956
P10415
P55263
P07861
000311
P11229
P13612
Q15661
P51812
P21836
014920
P49430
Q15858
QINZ42
P11086
P47811
P35372
Q8N1Q1
Q86TI2
P08246
QYH3N8
P17948
Q92769
P55157
QINWZ3
Q96BI3
Q92542
P42338
P42336
P45452
P22894
P15917
P30989
P81908
Q14833
P00734
P00735
P23946
P34976
P50406
P43235
Q99808




P28190
QIUBN?
P50613
QYUHLA4
P46925
Q9Y2D0
Q13093
P06756
P20231
014965
P62943
P62942
P41597
Q99572
P09874
P07384
000329
Q16539
Q28156
Q06418
Q9J135
P30968
P30969
Q07817
P09237
P00519
P04818
QIY5N1
075907
Q29010
Q05941
Q99835
P49768
P13922
P09958
P15056
QIUKP6
P06241
P42574
P21554




Table S4. Target fishing for vorinostat in the platform TargetNet, Swiss, and Cortellis Drug Discovery Intelligence
(CDDI)

TargetNet Swiss CDDI
Q9BY41 015379 P22303
P08575 Q9UBN7 P15121
Q9Y2R2 Q92769 P10253
P08253 Q9Y618 P16050
P17706 Q9UQL6 P16220
Q8IXJ6 Q8wuUl4 043889
P34913 075376 Q02930
042713 Q9BY41 P25774
P04054 Q13547 P11597
Q04609 Q96DB2 P08684
P04058 P56524 Q13822
P16050 Q9UKVO0 Q02790
Q5RAGO Q969S8 p23771
Q9GzU7 P34913 P43220
P49840 Q99572 Q14833
P97612 P08246 P49841
P23141 P45452 Q13547
P31941 QINPA2 Q96958
015379 P51512 Q92769
P08254 P50281 015379
Q9Y5X4 P13497 P56524
P56524 P35610 Q9UBN7
000748 075908 Q8wul4
P14780 P08253 QIBY41
000519 075460 P14902
P35236 P14780 P01584
Q9HC97 P28062 060725
Q13547 Q7Z2W7 P17275
P03956 014672 P17535
Q92769 P20839 P09960
P22894 P12268 060341
014746 P15311 P08253
Q9UBN7 P10275 P14780
P09960 P18405 P50579
P35869 P46098 P21397

QINR96 P30291 P01106




P51452
P12527
Q05941
095977
P39900
P05121
P18031
P08311
Q99685
P21453

P15144

P26358
P00915
P35610
060240
Q9Y2D0
P42892
P15917
P09237
P00918
P22303

043497

P14174
043570
Q16790
014684
P07861
P30305
095136
043353
P55211
P35218
P22748
P00749
095180
Q8TDS4
Q9H228
P07943
Q9QZN9

Q05193
P06734
P39900
P07949
P35968
Q9H4B7
P49841
P42892
P29274
Q02750

P22736
Q13557
P00918
P15121
P12931
P42345
000329
P78527
P42338
P08631
P48736

QYUBF8
P42336
P54760

QIUNQO
Q07343
Q07820
Q15118
P31213
P17948
P27986
Q13946
P24941
P29323
Q14833
P08254
P30542
P17252
P06493

Q13469
P20393
Q13526
P09874
043526
P56696
Q99572
P19793
P28702
P48443
Q01196
HIKVB1
A8BMZI9
Q13950
Q13761
P08842
P35610
Q7Z2W7
Q8NER1
P01375
P14679
QINUWS
P17861
Q76R61
Q89656
Q7K6AL
P14756



PO5177 P22001

P45452 QIUBU?
P05106 P03956
P24468 P24385
P35398 P21397
QYHC16 096020
Q04206 QIUNAD
Q99572 075173
P23280 P25101
060725 Q16790
P60953 014965
P43166 P35354
P20231 P55072
P05186 P14635
Q8T6T2 P27815
P30551 Q08499
Q9JI35 Q08493
Q15722 P37058
P50579 P14061
P63400 Q9Y233
Q96RI0 P14222
P35439 P15538
P20309 P00742
Q07820 P05093
P25779 Q8WWL7
P30553 095067
P28566 P24864
P10827 P11802
P48039 000311
QY6EB6 015379
042275

Q00G26

Q99500

P49286

P00750

P36888

014965

P08514

P08183

P36544

P00766

P37136




P34995
P33261
P79208
P55245
P08173
P22086
Q16548
Q494W8
Q14833
Q00975
P00533
Q99720
075116
P06756
Q02156
070536
P11229
P16116
Q64663
P81908
P49810
P42330
060755
P10828
P43088
P34972
Q00960
P47936
P29474
P05979
P49841
P41235
P21731
Q8WW43
P63001
P21980
P14555
P23219
QIUNQO
Q15661
QINZ42
P00519




P12268
P12822
Q15761
PO7711
P08912
QOULX7
P29475
P53779
P43116
P32239
P14324
Q923Y8
P49768
P42574
P21554
P31749
P34998
P31213
P03372
P08473
P20272
Q14524
P18130
043614
Q05397
035433
P00760
P51677
P07858
Q9Y5Y4
QOH244
P30291
P29089
P33765
Q07422
P25104
P25105
P14600
P25100
P05622
Q14416
P08842




P10826
Q13085
P10275
P10276
P15121
P56658
P19320
Q07912
P19327
000767
043193
000763
000408
QIUMT73
Q6B856
Q01727
Q01726
P18084
P80365
P25929
P18089
P35368
P35367
P09917
P21451
P21452
Q04631
P50052
P19099
P43140
P13497
P04035
P46098
P06401
P35563
014672
Q9PIW9
P23795
Q92847
P37268
P30542
P30543




P23944
QIROCY
P31639
P25774
Q55007
P30729
P37288
Q04759
P23458
P25025
P25024
P41968
P25021
P12821
P04049
P43119
Q02750
P32240
P52333
P49759
P04626
P11802
P04629
P54760
Q13946
P51679
P56817
Q12809
Q00535
P13631
P25099
P51639
P11362
P41144
P41145
P41146
P41143
P09619
P33032
P21918
P21917
P78396




P42866
P48147
P48145
P14740
P42345
QY243
Q00788
P10980
P11511
P08069
P23385
P35354
P35353
P22460
Q29463
P05362
P62993
P05364
P48736
Q02127
P00374
P00375
P16234
P28702
P43405
P08588
P43403
Q92731
P08581
Q920D2
P80457
Q03181
P49137
P40238
Q06187
P20288
Q13639
P36897
P01375
Q8NER1
P30518
P05067




P27338
P25103
Q99705
Q62053
Q9Y520
Q95323
P25101
Q13258
P29371
P25116
P26684
P30939
P08913
043613
P29274
P29275
P19643
P41180
P31390
P31391
Q14790
Q02769
Q15077
Q13464
Q02763
Q15078
P24941
P49355
Q62758
P49356
P05093
P07478
P29476
P29477
PO7477
P21397
P21396
P61169
P28221
P28222
P28223
P08631




Q15759
P29597
P19634
P35408
P41149
Q08881
P19793
P07333
P07339
P21728
P14416
P08709
P28647
P47900
P35968
P24530
P35557
P08684
P35228
P52732
060674
P30559
P30411
P30557
P30556
P70536
P98170
P56450
P20444
P05556
P06737
P53350
P45984
P53609
Q13133
P45983
P08235
P23443
P15207
P00747
P00742
P12931




P28564
P41279
P20701
P47901
Q7TMRO
P22001
P49682
QIQYNS
014939
Q8TDV5
P23978
Q05469
Q9Y271
P35916
Q86V86
Q16602
P08172
P32245
P32247
P32246
P00491
P43115
P47820
P35346
P00797
P27487
P13866
P35348
P78536
P16184
015530
P13516
P32745
P35351
P50172
P35462
P35463
P47898
P04150
Q13627
P34969
Q01959




P20292
P08482
P08483
P30560
P47871
096020
P23975
P23977
096017
P41231
096013
P19156
P18405
QI6RI1
Q6V1X1
P55210
P55212
077636
P51681
P28845
P51685
P31648
P08909
P08908
Q07343
P31645
P31424
P31389
P31388
P18901
P56481
Q60492
P05129
P09483
P07948
P07949
P16581
Q969F8
Q3KRES
P11387
P29466
P61073




P28482
Q14432
P06493
P08238
Q95136
P28335
QIHAZ1
P13945
095822
P20648
P07308
P48067
Q9QYJ6
Q8TDU6
P10635
P49146
P30530
P46663
P32238
P30874
P15538
P30872
P16257
P42785
P06239
P50750
P31751
P32305
P33533
P32300
P33535
P24557
Q9GZT9
P13726
P14061
P50130
P07607
P42262
P51661
P18825
P97266
P19020




P10415
P55263
P07900
000311
P31421
P02550
Q05655
P13612
014842
P51812
P21836
014920
P49430
Q15858
P11086
P11712
P47811
Q05769
P35372
Q8N1Q1
Q86TI2
P08246
QYH3N8
P17948
P55157
QINWZ3
Q96BI3
Q92542
P37231
P42338
P42336
P30989
Q08499
P00734
P00735
P23946
P34975
P34976
QY233
P50406
P43235
Q99808




P43681
P28190
P50613
QYUHLA4
P63000
P48443
Q00987
P46925
Q63470
P05771
P11309
Q13093
P31652
P62943
P62942
P41597
P16753
P09874
P07384
P14842
000329
P27815
Q16539
Q28156
Q06418
P30968
P30969
P11597
Q13224
Q07817
Q07869
P04818
P00517
Q9Y5N1
075907
Q29010
Q99835
P13922
P09958
P15056
QIUKP6
P06241




P37059
P37058




Table S5. Potential targets of vorinostat potentiated by pterocarpan

Target fishing from three platforms

Q9UNQO
P22303
014672
P30542
P15121
P16050
P13497
Q16790
096020
P06493
P11597
P25774
P05093
P08684
P42892
P25101
P08246
P54760
P34913
P00742
P17948
Q14833
P08631
Q13547
Q92769
P56524

QIUBN?

Q9BY41
P14061
P37058
060725
P12268
P22001
P09960
P21397
Q07820
P50579
P03956




P39900
P45452
P08253
P08254
P14780
P42345
Q13946
P42338
000329
P48736
P35354
P19793
P28702
P48443
P35610
P18405
P31213
P08842
P30291
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