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Table S1. Pearson’s correlation matrix for descriptors collected in Table 1 and the experimental
plCso = -log (ICsp) values.

logp | HBA | HBD Mw NRB | TPSA | Enomo | Ewumo AE n S IP EA X pICso
logP 1.000
HBA | -0450 [ 1.000
HBD | -0666 | -0.124 | 1.000
MW | 0355 | 0.036 [ -0.052 | 1.000
NRB | -0615 | 0435 | 0545 | 0.133 | 1.000
TPSA | -0864 | 0749 | 0432 | -0.094 | 0532 [ 1.000
Ewowo | -0.128 | -0.536 | 0571 | -0.264 | 0.078 | -0.295 | 1.000
Ewwo | 0019 | -0.648 | 0575 | -0016 | 0.194 | -0.397 | 0.872 | 1.000
AE 0129 [ -0.623 | 0480 | 0.177 | 0.249 | -0.408 | 0.626 | 0.928 [ 1.000
n 0128 | -0623 | 0481 | 0176 | 0249 | -0408 | 0.627 | 0.928 | 1.000 [ 1.000
S -0.138 | 0.629 | 0479 | -0.156 | -0.228 | 0412 | -0.622 | -0925 | -0.999 | -0.999 | 1.000
IP 0128 | 0536 | -0.571 | 0.264 | -0.078 | 0.295 | -1.000 | -0.872 | -0.626 | -0.627 | 0.622 | 1.000
EA | -0019 | 0648 | 0575 | 0.016 | -0.194 | 0.397 | 0.872 | -1.000 | -0.928 | -0.928 | 0.925 | 0.872 [ 1.000
X 0030 [ 0630 | -0.591 | 0.100 | -0.161 [ 0.375 | -0.940 | -0.987 | -0.854 | -0.855 | 0.851 | 0.940 | 0.987 | 1.000
plCsy | -0.472 | -0.459 | 0.694 | -0.282 | 0.260 | 0.134 | 0410 | 0384 | 0.298 | 0.299 [ -0.295 | -0.410 | -0.384 | -0.404 | 1.000
Table S2. Effect of compound 3a on cell cycle distribution in the RPMI 8226 cell line culture. After the
treatment with various concentrations of compound 1 for 24 and 48 h, the cells were stained with propidium
iodide and analyzed by flow cytometry. *p < 0.05, **p < 0.01, and p < 0.001*** in comparison to the control;
one-way ANOVA test
24 h 48 h
Cell cycle distribution [% of cells]
Concentration Sub-G1 GO/GL S G2 Sub-G1 GO/G1 S G2
(V)
0 11.5625.5 | 41.9336.15 | 26.36+2.04 | 20.3543.78 8.6+2.85 405748 | 28.841.53 | 22.71+.92
25 15.5342.23 | 41.141.03 | 21.59+1.77 | 22.35+1.19 | 21.4930.94** 35.841.49 | 26.22#0.97 | 16.99%2
5 21.3246.2* | 38.2346.83 | 18.6842.58 | 21.3144.02 | 25.5337.59*** | 40.343.15 | 19.124251 | 15.2345.04
10 23.5327.04** | 38.0849.38 | 21.4435 | 17.4522.75 | 28.0135.09*** | 3854277 | 18.61#4.5 | 18.78+2.32
20 24.0922.62** | 42.63+4.03 | 19.8342.92 | 15.745.79 | 29.68210.49*** | 31.66210.94 | 20.7442.14 | 17.47+.42
Table S3. Effect of compound 3a on cell cycle distribution in the A549 cell line culture. After the treatment with
various concentrations of compound 1 for 24 and 48 h, the cells were stained with propidium iodide and
analyzed by flow cytometry. *p < 0.05, and p < 0.001*** in comparison to the control; one-way ANOVA test
24h 48h
Cell cycle distribution [% of cells]
Concentration sub-G1 GO0/G1 S G2/M sub-G1 GO/G1 S G2/M
(M)
0 8.2944.27 64.5542.73 | 13.1342.69 | 14.49+2.12 | 13.81#4.87 70.7026.85 | 7.2242.75 | 8.41+1.53
2.5 8.8143.73 64.4941.89 | 12.39+2.34 | 14.6842.11 | 11.9843.62 73224197 | 6.07+.54 | 8.9142.22
5 8.94+43.39 65.9042.36 | 12.1842.45 | 13.6242.25 | 15.7436.03 68.5528.03 | 6.81+2.66 | 9.05+1.72
10 13.2347.01 66.5114.46 9.8242.73 | 11.4332.88 | 16.1546.33 68.5446.87 | 7.072.63 | 8.44+.47
20 22.36212.24*** |  66.4539.20 | 5.2342.38* | 7.16+2.15 | 27.3246.78*** | 63.0746.59* | 4.61+1.21 | 5.1940.93
40 35.4649.33*** | 41.0342.93*** | 11.3440.58 | 12.8745.29 | 75.2744.12*** | 16.4943.46*** | 6.0540.87 | 2.1940.38

Table S4. Effects of compound 3a on apoptosis (early + late apoptosis) induction in the RPMI 8226 cells. After
the 24-h and 48-h exposure, the cells were stained with AnnexinVV-FITC/propidium iodide and examined with
flow cytometry. Statistically significant at p < 0.01** or at p < 0.001*** in comparison to the vehicle control;
one-way ANOVA test.

Concentration [uM]

24 hours

48 hours

Apoptosis
[% of cells £SD]

Necrosis
[% of cells £SD]

Apoptosis
[% of cells £SD]

Necrosis
[% of cells £SD]

0 14.33 +0.87 5.03 +0.86 12.99 +£2.44 5.48 +2.25
2.5 19.53 £2.64** 3.62 +0.87 20.93 +1.83*** 5.54 +0.44

5 22.23 +6.01** 6.35 +2.57 31.71 £11.36*** 7.53 +2.61
10 39.58 +9.33*** 9.94 +2.73 58.25 £21.57*** 11.08 +5.38
20 60.41 +0.99*** 18.5 +2.38*** 76.93 £14.34*** 20.18 +11.99***




Table S5. Effects of compound 3a on apoptosis (early + late apoptosis) induction in the A549 cells. After the
24-h and 48-h exposure, the cells were stained with AnnexinV-FITC/propidium iodide and examined with flow
cytometry. Statistically significant at p < 0.01** or at p < 0.001*** in comparison to the vehicle control; one-

way ANOVA test.

24 hours 48 hours
Concentration [uM] Apoptosis Necrosis Apoptosis Necrosis
[% of cells £SD] [% of cells £SD] [% of cells £SD] [% of cells £SD]
0 14.144.77 4.72+1.29 13.6543.71 5.0142.20
25 14.3042.21 4.79+1.14 18.4143.95 4.114.44
5 14.8242.42 4.40+1.66 22.4848.36 4.9344.26
10 18.1842.52 4.87+1.35 27.17H1.71** 4.0942.58
20 23.4344.57** 4.56+1.90 40.2049.87*** 4.8743.04
40 73.96419.94*** 7.89+1.10 89.43146.65*** 8.8146.51
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Geometrical parameters of the investigated compounds 3a-3h.

3a

w O =Z2 Z2 O O O O Z2 O O O O

O o o o o o =2 O 0O

T

6.219519
6.281359
6.954401
7.206689
7.318579
6.013896
4.895781
4.747389
8.626767
3.651911
2.470416
1.305809
1.318609
-0.422897
-0.866141
0.135730
-2.268831
-2.565270
-3.879369
-4.917732
-4.654770
-3.337830
-6.942665
6.341169

6.881517

-1.800700
-1.356748
0.041600
0.264051
-1.087679
0.954744
-1.363732
0.143257
-1.708985
0.793698
0.125229
0.832471
2.576170
2.500634
1.216848
0.274015
0.764373
-0.596588
-1.054913
-0.145308
1.213195
1.657268
-0.836968
-2.878785

-2.058191

0.071662
1.564416
1.504665
-0.015559
-0.602102
-0.699862
-0.592391
-0.548161
-0.408964
-0.399481
-0.312440
-0.175670
0.049455
0.132989
-0.013024
-0.187837
-0.000011
-0.153636
-0.145404
0.018293
0.172954
0.162632
0.032705
-0.051467

2.147476
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5.290735
6.325931
7.895876
8.117932
6.251067
5.843454
4.902810
4.062227
8.622191
8.937044
9.384426
2.374656
-0.989344
-1.748365
-4.084366
-5.463604

-3.150942

4.991037
5.018879
5.571930
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6.025120
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3.633701

3.359217

-1.325979
0.826668
0.048034
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1.046747
1.958804

-1.702454

-1.859996

-2.705102

-1.811773

-1.116507

-0.857629
3.405358

-1.294672

-2.110791
1.920860

2.717851

-1.597393
-1.158218
0.291954
0.543627
-0.790715
1.135300
-1.269475

0.219583

2.023239
1.929528
2.057680
-0.212343
-1.766349
-0.305730
-1.635231
-0.085118
-0.858070
0.644372
-0.927115
-0.537940
0.278662
-0.280313
-0.265802
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0.283426

0.058782
1.554001
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-0.018144
-0.612642
-0.696305
-0.599762

-0.546300
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7.381037
2.213139
1.093145
-0.130029
-0.272727
-2.002642
-2.330283
-1.244736
-3.685094
-3.856836
-5.118190
-6.258721
-6.109987
-4.835327
-7.455344
-8.646369
5.203000
5.676872
4.029911
4.880488
6.510883
6.661196
4.779668
4.299732
3.665803
2.846123

7.459571

-1.300949
0.774373
0.009590
0.614099
2.349491
2.117432
0.800109
-0.046875
0.220229

-1.172228

-1.742862

-0.937564
0.450300
1.010678

-1.593180

-0.826472

-2.660733

-1.810113

-1.212892
1.018850
0.374319
1.187580
1.253290
2.119225

-1.601779

-1.836181

-2.291195

-0.424712
-0.390638
-0.303496
-0.164904
0.067185
0.147418
-0.006882
-0.182240
0.002408
-0.079335
-0.067724
0.025422
0.104273
0.090837
0.029581
0.122247
-0.070673
2.132255
2.014090
1.931674
2.052583
-0.213068
-1.762569
-0.295828
-1.644265
-0.092830

-0.880057



7.700898

8.085502

1.078963
-2.647040
-2.977063
-5.249403
-6.971372
-4.749696
-8.684484
-8.753402

-9.464641

4799742
4.826016
5.383521
5.615770
5.836256
4.370584
3.444524
3.174302
7.191050
2.029434
0.905437
-0.310214
-0.432981

-2.160906

-1.384025
-0.643682
-0.975080

2.966255
-1.797790
-2.816556

1.101018

2.089864
-0.252015
-0.143464

-1.544817

-1.615901
-1.171228
0.277154
0.522235
-0.814571
1.115260
-1.286896
0.202981
-1.328245
0.762396
-0.000925
0.609762
2.352064

2.142373

0.627617
-0.939888
-0.540721

0.304937
-0.152446
-0.129838

0.172760

0.145839

1.054873
-0.728216

0.110083

0.069242

1.562742
1.505360
-0.014509
-0.603943
-0.697292
-0.593727
-0.548391
-0.414776
-0.401886
-0.318147
-0.178520
0.037354

0.128516
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-2.503539
-1.433752
-3.866043
-4.999684
-6.273235
-6.450648
-5.326671
-4.055353
-7.763394
-8.825444
5.008265
5.481200
3.836386
4.694368
6.321993
6.477474
4.599014
4.118955
3.478763
2.654193
7.266482
7.510491
7.897038
0.891649
-2.795709
-4.889321

-7.138425

0.826384
-0.037837
0.269947
1.084030
0.540951
-0.844542
-1.666823
-1.113862
-1.408707
-1.864466
-2.680277
-1.822797
-1.221784
1.008060
0.358466
1.163342
1.228181
2.101329
-1.621959
-1.850132
-2.319959
-1.408832
-0.674582
-0.990507
3.000782
2.156003

1.180638

-0.008650
-0.182523
0.014301
0.172649
0.192676
0.053022
-0.106483
-0.125118
0.073328

0.090013
-0.056116
2.144303
2.022042
1.932799
2.057454
-0.210744
-1.763613
-0.301263
-1.637161
-0.087182
-0.867197
0.637686
-0.932226
-0.533930
0.272969
0.281117
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Scheme S1. Structure of isomers 1 and 2 of investigated compounds.

Table S6. Fractional populations of isomers 1 and 2 of investigated compounds [%].

Molecule isomer 1 [%0] isomer 2 [%0]
3a 100.00 0.00
3b 100.00 0.00
3c 100.00 0.00
3d 100.00 0.00
3e 100.00 0.00
3f 99.99 0.01
39 99.99 0.01

3h 99.99 0.01




