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Compound 3ca
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Compound 3ab
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Compound 3bb
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Compound 3cc
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Compound 10d
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Table 1. The Tdp1 inhibitory activities of compounds 3aa - 3dd and 10a, ¢, d.

Code  ICso, pkM
3aa 0.49+0.14
3ba 0.62+0.06
3ca 0.90+0.37
3da 0.52+0.05
3ab 0.41+0.12
3bb 7.50+£0.70
3ch 0.594+0.07
3db 0.91+0.13
3ac 0.46+0.16
3bc 0.994+0.30
3cc 3.234+0.35
3dc 0.59+0.15
3ad 0.48+0.11
3bd 1.03+0.58
3cd 0.43+0.05
3dd 0.59+0.06
10a 4.29+1.24
10c¢ 2.404+0.80
10d  3.31+0.98

Fur'! 1.20+0.30

! Furamidine was used as a positive control.




Table 2. The scores for the 19 ligands docked against Tdp1.

Compound ASP CS GS PLP
1 3aa 39.2 325 662 703
2 3ba 39.1 31.6 692 752
3 3ca 369 32.1 70.7 71.0
4 3da 42.6 339 639 683
5 3ab 37.8 324 70.0 68.5
6 3bb 39.3 325 67.8 61.9
7 3cb 39.5 344 733 73.7
8 3db 334 27.6 682 67.0
9 3ac 28.7 272 647 63.7
1 3bc 38.2 30.8 648 67.1
1 3ce 36.7 31.6 55.6 67.0
1 3dc 38.7 31.5 642 66.9
1 3ad 364 312 562 685
1 3bd 37.6  30.5 54.1 642
1 3cd 36.7 28.1 573 66.1
1 3dd 38.5 32.0 652 64.6
1 10a 357 30.0 669 70.7
1 10c 364 25.6 60.8 664
1 10d 38.1 314 60.5 68.7
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Table 3. The molecular descriptor values for the 19 compounds. .

Compound MW HB DONOR HB ACCEPTOR Log P PSA Rot. Bonds
1. 3aa 374.5 0 3.25 6.0 47.3 7
2. 3ba 392.5 0 3.25 6.3 47.3 7
3. 3ca 453.4 0 3.25 6.6 47.3 7
4. 3da 404.5 0 4 6.1 55.5 8
5. 3ab 386.5 0 3.25 5.7 47.3 5
6. 3bb 404.5 0 3.25 5.9 47.3 5
7. 3cb 416.5 0 4 5.8 55.5 6
8. 3db 416.6 0 4 6.1 54.1 6
9. 3ac 372.5 0 3.25 5.7 45.5 4
10 3bc 390.5 0 3.25 5.6 46.9 4
11 3ce 4514 0 3.25 6.0 46.9 4
12 3dc 402.5 0 4 5.5 55.1 5
13 3ad 372.5 0 3.25 5.7 45.5 4
14 3bd 390.5 0 3.25 5.6 46.9 4
15 3cd 4514 0 3.25 6.0 46.9 4
16 3dd 402.5 0 4 5.4 55.1 5
17 10a 326.4 0 3.25 4.4 47.3 4
18 10c 407.3 0 3.25 5.1 47.2 4
19 10d 358.4 0 4 4.6 55.4 5
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Table 4. Definition of lead-like, drug-like and Known drug space (KDS) in terms of molecular descriptors. The values given are the maxima for each descriptor for
the volumes of chemical space used.

Lead-like Space Drug-like Space Known Drug Space
Molecular weight (g mol™") 300 500 800
Lipophilicity (Log P) 3 5 6.5
Hydrogen bond donors (HD) 3 5 7
Hydrogen bond acceptors (HA) 3 10 15
Polar surface area (A%) (PSA) 60 140 180
Rotatable bonds (RB) 3 10 17
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Table 5. The calculated KDI indexes for the 19 ligands.

Compound KDI.s KDI 2

1 3aa 5.08 0.33
2 3ba 4.90 0.27
3 3ca 4.72 0.21
4 3da 4.94 0.28
5 3ab 5.13 0.36
6 3bb 5.07 0.33
7 3cb 5.16 0.38
8 3db 5.08 0.33
9 3ac 5.13 0.36
1 3bc 5.14 0.37
1 3cc 4.96 0.30
1 3dc 5.28 0.44
1 3ad 5.20 0.40
1. 3bd 5.15 0.37
1 3cd 4.97 0.30
1 3dd 5.28 0.44
1 10a 5.32 0.47
1 10c¢ 5.21 0.41
1 10d 5.44 0.54
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Supplementary Figure S1. (a) Change in intrinsic fluorescence intensity of Tdpl (10 pM) upon the addition of compound 3ba (25 uM, 50 uM,
75 uM, 100 uM, 150 uM and 250 uM). The buffer composition was 20 mM Tris and 250 mM NacCl, pH 8. The excitation wavelength was 280
nm and intrinsic fluorescence was measured at 350 nm. (b) Non-linear curve fitting of the corresponding fluorescence data. The Kp was found
to be 63.0 = 11 uM. Experiment were conducted in triplicate and error shown is standard derivation.
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