  [image: ]    [image: ]A

[image: ]
Table 4. A. Top common compounds for all targets obtained from Xena browser; B. Top targeting compounds obtained from CMap; C. Top targeting compounds obtained from LINCS database.
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Table 5A. DrugBank common compounds against all selected target proteins obtained after molecular docking along with their binding energies for each target. 
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Table 5B. Binding energies of common DrugBank compounds for each target.
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Table 6. EC50 values of drug candidates against the selected targets in GBM cell lines.
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Table 7. IC50 (uM) values of GSK2126458, linifanib, nilotinib and temozolomide in GBM cell lines.
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S.No. Compound
Target 



upregulated 
genes



BBB permeant
pGp



substrateSwiss
ADME LightBBB Cbligand Cbligand score



(BBB permeant>0)



1. BRD-K35716340 BLVRA Yes Yes Yes 0.023 Yes



2. GSK-2126458 PSMA2, RPA3 No No Yes 0.169 No



3. BRD-K73261812 BLVRA No No No -0.140 Yes



4. BRD-K29143967 PSMA2, RPA3 Yes No Yes 0.124 Yes



5. BRD-K19724398 RPA3 No Yes Yes 0.042 Yes



6. BRD-K38625260 RPA3 No Yes Yes 0.094 Yes



7. Linifanib BLVRA, RPA3 No Yes Yes 0.212 No



8. Geldanamycin RPA3 No No No -0.209 Yes



9. Homoharringtonine BLVRA No Yes No -0.218 No



10. Anisomycin BLVRA No Yes No -0.051 No



Top targeting compounds obtained from LINCS database
Table 1
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S.No. Compound Connectivity 
Score



BBB permeant pGp
substrateSwiss



ADME LightBBB Cbligand Cbligand score
(BBB permeant>0)



1. PD-198306 -0.91 No Yes Yes 0.226 No



2. BRD-K60093216 -0.91 No No No -0.071 Yes



3. BRD-K36864553 -0.91 No No No -0.251 Yes



4. BRD-K37174896 -0.9 No Yes No -0.160 Yes



5. BRD-K27718415 -0.9 Yes No No -0.075 Yes



6. PP-1 -0.9 Yes Yes Yes 0.120 Yes



7. BRD-K86755654 -0.9 No Yes Yes 0.053 Yes



8. Mercaptopurine -0.9 No No No -0.146 No



9. BRD-K93754181 -0.9 No Yes No -0.147 Yes
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Drug DrugBank
ID RPA3 PSMA2 PSMC2 HUS1 BLVRA



Capmatinib DB11791 -8.3 -9 -9.2 -8.8 -9.4
Conivaptan DB00872 -8 -9.2 -8.9 -7.9 -9.8
Digoxin DB00390 -8 -8.8 -9.6 -8.8 -10.2
Dihydroergocristine DB13345 -8.1 -10 -9.5 -8.5 -10.1
Drospirenone DB01395 -7.9 -8.8 -9.4 -8.1 -9
Eltrombopag DB06210 -8.4 -9.3 -8.9 -8.4 -10.3
Entrectinib DB11986 -8.3 -8.5 -10.1 -8.1 -10.5
Ergotamine DB00696 -8.9 -9.8 -9.7 -9.1 -10.4
Irinotecan DB00762 -8.2 -8.8 -9 -7.9 -10.7
Lumacaftor DB09280 -8 -9.4 -9 -8.7 -9.9
Midostaurin DB06595 -8.4 -8.9 -9.7 -7.9 -9.3
Nilotinib DB04868 -8.9 -8.8 -9.4 -9.4 -9.2
Olaparib DB09074 -8.2 -8.5 -9.3 -8.6 -9.7
Paritaprevir DB09297 -9.1 -9.4 -9.4 -8.8 -9.7
Rimegepant DB12457 -8 -8.7 -8.9 -8.5 -10.5
Tubocurarine DB01199 -8.9 -8.9 -8.9 -8.3 -9.5
Ubrogepant DB15328 -7.8 -9.7 -8.9 -8.6 -10.3
Velpatasvir DB11613 -8.4 -8.9 -9.7 -8.8 -10.3
Venetoclax DB11581 -8.7 -8.7 -9.2 -9.6 -9.7
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S.No. Compound/
DrugBank ID Target genes



BBB permeant pGp
substrate



Swiss
ADME LightBBB Cbligand Cbligand score



(BBB permeant>0)



1. Ergotamine
DB00696



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No No -0.123 Yes



2. Paritaprevir
DB09297



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No No -0.002 Yes



3. Dihydroergocristine
DB13345



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No No -0.102 Yes



4. Capmatinib
DB11791



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No Yes Yes 0.125 Yes



5. Olaparib
DB09074



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No Yes Yes 0.246 Yes



6. Velpatasvir
DB11613



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No No -0.183 Yes



7. Tubocurarine
DB01199



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No No -0.023 No



8. Nilotinib
DB04868



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No Yes 0.060 No



9. Venetoclax
DB11581



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No Yes 0.009 Yes



10. Eltrombopag
DB06210



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No Yes 0.020 No



11. Midostaurin
DB06595



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No Yes No -0.154 Yes



12. Entrectinib
DB11986



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No Yes 0.162 Yes



13. Irinotecan
DB00762



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No Yes No -0.127 Yes



14. Conivaptan
DB00872



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No Yes 0.053 No



15. Lumacaftor
DB09280



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No Yes 0.177 Yes



16. Rimegepant
DB12457



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No Yes Yes 0.058 Yes



17. Digoxin
DB00390



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No No -0.323



18. Drospirenone
DB01395



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 Yes Yes Yes 0.583 No



19 Ubrogepant
DB15328



RPA3, PSMA2, PSMC2, 
BLVRA, HUS1 No Yes Yes 0.256 Yes



20. Temozolomide
DB00853 No No Yes 0.034 No
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GBM cell 
line



EC50 values (uM, PRISM Repurposing Secondary Screen)



GSK-2126458 Linifanib Drospirenone Eltrombopag Nilotinib PD198306 Temozolomide



42MGBA 3479.010 0.003 0.590 2.850 2.440 1.669 NA



8MGBA 0.016 3.252 2.234 5.165 3.014 NA NA



A172 0.012 NA 0.957 NA NA NA NA



BECKER 0.002 0.046 0.148 2.053 6.506 2.420 NA



CCFSTTG1 0.0025 0.030 5.585 1.168 NA 0.392 NA



DBTRG05MG 3.265 NA 2.552 1.428 3.836 0.813 NA



DKMG 7.574 0.018 1.385 1.494 2.662 0.314 NA



GB1 0.012 NA 1.484 4.771 NA NA NA



GI1 0.008 8.892 2.510 1.553 2.444 NA 2.940



GMS10 0.0763 NA NA 2.807 4.227 2.871 NA



GOS3 NA NA NA NA NA 0.425 0.757



H4 0.027 NA 0.413 NA NA NA NA



KALS1 0.094 0.647 3.671 1.266 1.063 1.174 26.112



KNS42 0.302 3.318 2.284 1.634 NA 3.301 2.500



KNS60 NA NA 1.704 2.421 NA 3.086 NA



KNS81 NA NA 3.838 2.391 1.872 3.041 NA



LN18 0.081 NA 2.991 2.951 6.159 5.090 NA



SF126 0.075 1.408 0.444 0.402 2.262 1.653 0.0478



SF295 0.013 NA 1.288 NA NA 0.082 NA



SF539 4.647 0.042 0.652 2.951 4.838 0.363 NA



SNB75 4.504 0.646 1.013 3.293 1.573 1.592 NA



SNU1105 NA NA 3.800 1.590 NA NA NA



SNU466 NA NA NA NA NA 0.490 NA



SW1088 0.000 NA NA 0.259 6.005 1.981 NA



T98G 22.674 0.072 3.011 3.464 3.620 0.973 5.327



U251MG 0.254 0.178 0.442 5.147 8.654 3.922 3.735



YH13 251.746 0.914 NA 0.393 1.642 NA NA



YKG1 0.010 0.775 7.370 0.358 NA NA NA



Table 6










GBM cell 

line

EC50 values (uM, PRISM Repurposing Secondary Screen)

GSK-2126458 Linifanib Drospirenone Eltrombopag Nilotinib PD198306 Temozolomide

42MGBA 3479.010 0.003 0.590 2.850 2.440 1.669 NA

8MGBA 0.016 3.252 2.234 5.165 3.014 NA NA

A172 0.012 NA 0.957 NA NA NA

NA

BECKER 0.002 0.046 0.148 2.053 6.506 2.420 NA

CCFSTTG1 0.0025 0.030 5.585 1.168 NA 0.392 NA

DBTRG05MG 3.265 NA 2.552 1.428 3.836 0.813 NA

DKMG 7.574 0.018 1.385 1.494 2.662 0.314

NA

GB1 0.012 NA 1.484 4.771 NA NA NA

GI1 0.008 8.892 2.510 1.553 2.444 NA 2.940

GMS10 0.0763 NA NA 2.807 4.227 2.871

NA

GOS3 NA NA NA NA NA 0.425

0.757

H4 0.027 NA 0.413 NA NA NA NA

KALS1 0.094 0.647 3.671 1.266 1.063 1.174 26.112

KNS42 0.302 3.318 2.284 1.634 NA 3.301 2.500

KNS60 NA NA 1.704 2.421 NA 3.086

NA

KNS81 NA NA 3.838 2.391 1.872 3.041

NA

LN18 0.081

NA

2.991 2.951 6.159 5.090 NA

SF126 0.075 1.408 0.444 0.402 2.262 1.653 0.0478

SF295 0.013 NA 1.288 NA NA 0.082 NA

SF539 4.647 0.042 0.652 2.951 4.838 0.363 NA

SNB75 4.504 0.646 1.013 3.293 1.573 1.592 NA

SNU1105 NA NA 3.800 1.590 NA NA

NA

SNU466 NA NA NA NA NA 0.490

NA

SW1088 0.000 NA NA 0.259 6.005 1.981 NA

T98G 22.674 0.072 3.011 3.464 3.620 0.973 5.327

U251MG 0.254 0.178 0.442 5.147 8.654 3.922 3.735

YH13 251.746 0.914 NA 0.393 1.642 NA NA

YKG1 0.010 0.775 7.370 0.358 NA NA NA

Table 6


image8.emf



Cell line GSK2126458 Linifanib Nilotinib Temozolomide



42-MG-BA 0.098 5.841 7.252 259.472
8-MG-BA 0.014 4.824 17.062 111.586
A172 0.035 10.520 67.421 466.245
AM-38 0.029 14.511 55.334 272.194
Becker 0.015 7.120 146.367 752.973
CAS-1 0.035 7.414 148.576 2659.632
D-247MG 0.0003 0.613 15.392 541.086
D-263MG 2.657 17.224 26.083 1190.971
D-392MG 0.103 4.489 119.435 2177.396
D-423MG 0.006 8.445 110.220 304.279
D-542MG 0.206 18.386 7.132 607.722
D-566MG 0.009 3.150 26.011 297.466
DBTRG-05MG 0.055 19.775 7.062 11922.811
DK-MG 0.057 0.783 548.386 1619.605
GB-1 0.022 16.374 14.404 1211.110
KS-1 0.008 20.903 289.089 1574.684
LN-18 0.296 5.801 98.317 361.536
LN-229 0.476 20.739 96.336 1775.238
LN-405 0.023 19.698 155.181 386.742



LNZTA3WT4 0.105 11.369 171.260 1198.165
M059J 0.043 5.948 121.402 320.341
SF126 0.030 14.034 8.827 251.848
SF268 0.048 14.339 104.409 2115.194
SF295 0.019 7.630 18.477 488.396
SK-MG-1 0.118 9.938 38.252 866.971
SNB75 0.073 14.863 20.246 300.735
SW1088 0.048 17.689 137.987 1811.296
T98G 0.049 5.940 39.883 538.634
U-118-MG 0.013 6.839 61.484 2288.965
U-87-MG 0.018 18.343 108.676 1428.870
U251 0.044 7.457 121.114 1485.081
YH-13 0.056 4.160 34.115 1165.164
YKG-1 0.012 5.822 18.228 371.017
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S.No. Compound
BBB permeant pGp



substrateSwiss
ADME LightBBB Cbligand Cbligand score



(BBB permeant>0)



1. Minocycline NA No No -0.335 NA



2. Chlorhexidine NA Yes Yes 0.041 NA



3. Dirithromycin No No No -2.171 Yes



4. Rofecoxib Yes Yes Yes 0.323 No



5. Chlorzoxazone Yes Yes Yes 0.182 No



6. Haloperidol Yes Yes Yes 0.224 No



7. Ikarugamycin NA Yes Yes 0.122 NA



8. Fluphenazine Yes Yes Yes 0.189 Yes



9. Prochlorperazine Yes Yes Yes 0.195 Yes



10. Tomatidine Yes Yes Yes 0.308 Yes



11. Valproic acid Yes Yes Yes 0.503 No



CMap common drugs from Xena browser



Table 3
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