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Figure S1.’H NMR (400 MHz, DMSO-ds) spectrum of 2
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Figure S2. °C NMR (101 MHz, DMSO-ds) spectrum of 2

Intens. +MS, 1.0-1.0min #(57-58),
X102+
207
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200 400 600 800 1000 1200 1400 1600 miz
Meas.m/z # Formula Score m/z err[ppm] Mean err[ppm] mSigma rdb e Conf N-Rule
3111388 1 C18H19N203  100.00 311.1390 08 1 104 105 even ok
3561969 1 C20H26N303 10000 356.1969 02 -0.1 31 95 even ok
3991708 1 C25H23N203  100.00 399.1703 -12 -1.8 187 155 even ok
7093025 1 C43H41N406 100.00 709.3021 0.7 -06 50 255 even ok
2 C40H33N14 40.35 709.3007 26 25 104 315 even ok
3 C42H45010 39.88  709.3007 26 24 114 205 even ok
4 C44H37NB8O2 70.06  709.3034 12 13 13.9 305 even ok
7543607 1 C45H48N506  100.00 754.3599 -1 -0.9 45 245 even ok
2 C46H44N9O2 96.12  754.3612 07 09 162 295 even ok

Figure S3.

HRMS spectrum of 2
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Figure S4.'H NMR (400 MHz, DMSO-ds) spectrum of 3
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Figure S5.3C NMR (101 MHz, DMSO-ds) spectrum of 3

Intens. +MS, 0.9-1.1min #(53-66)|
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Meas. m/z # Formula Score m/z er Mean mSigm rdb e~ N-R
[ppm] er a Conf ule
[ppm]
477.0926 1 C21HIN1203 80.90 477.0915 -2.3 -1.9 257 235 even ok
2 C23H26BrO6 47.24 477.0007 -3.9 -37 266 10.5 even ok
3 C24H22BrN402 100.00 477.0921 S a2 -0.9 294 15.5 even ok
4 C25H13NBOS5 44.32 477.0042 33 37 372 225 even ok
5 C36H1302 11.33 477.0910 -3.3 -2.9 784 30.5 even ok
6 C24H17N209 3.23 477.0929 0.5 3.1 1207 17.5 even ok
522.1506 1 C26H29BrN502 100.00 522.1499 -1.4 -1.2 239 145 even ok
2 C23H16N1303 61.95 522.1494 -24 -2.3 307 225 even ok
3 C27TH20N705 48.31 522.1520 =T 29 372 21.5 even ok
4 C38H20NO2 7.78 522.1489 -34 -3.2 835 295 even ok
5 C26H24N309 1.66 522.1507 0.1 26 1331 16.5 even ok

Figure S6. HRMS spectrum of 3
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Figure S7. '"H NMR (400 MHz, DMSO-ds) spectrum of 4
4
75000
3852 sansunnsgeascasdgnays 55 Gmaze
EEEE SEERORABRRARNRRRAETES 28 CARAN 70000
N/ e i S N v Y4
|- 65000
60000
55000
O, Y 50000
HN-N Cl
N 45000
@\ /©/ °
|-40000
N
H 35000
30000
25000
20000
| 15000
- 10000
, |
! | !
| , | 5000
Il T L
J to
f--5000
T T T T T T T T T T T T T T T T T T T
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
1 (ppm)
Figure S8.3C NMR (101 MHz, DMSO-ds) spectrum of 4
Intens.| +\MS, 0.8-1.0min #(56-61)
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200 400 600 800 1000 1200 1400 1600 miz
Meas. m/z # Formula Score m/z err Mean mSigm rdb e N-R
[ppm] err a Conf ule
[ppm]
433.1428 1 C23H26CIO6 4957 4331412 -35 32 179 105 even ok
2 C24H22CIN402 10000 4331426 04 02 193 155 even ok
3 C29H2104 4767 433.1434 1.5 19 404 195 even ok
455.1245 1 C21H20CIN6O4 5300 4551229 5 36 88 145 even ok
2 C22H16CIN10 10000 4551242 06 0.7 147 195 even ok
3 C25H24CI06 6212 4551256 24 24 169 135 even ok
4 C26H19N206 4577 4551238  -16 15 383 185 even ok
5 C27TH15N602 4412 455.1251 1.3 14 421 235 even ok
478.2006 1 C26H29CIN502 10000 4782004 04 03 130 145 even ok
2 C25H33CINOG 4447 4781091 32 34 17.2 95 even ok
3 C31H28NO4 4442 4782013 14 1.7 379 185 even ok
865.2783 1 CB54H38CIN8O2 4962 8652801 20 23 1359 395 even ok
2 C53H42CIN406 10000  865.2787 05 08  137.3 345 even ok
3 7238 8652774 205 even

C52H46CIO 10

Figure §9. HRMS spectrum of 4
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Figure S11.°C NMR (101 MHz, DMSO-ds) spectrum of 5

Intens. +MS, 1.0-1.0min #(59-61)
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200 400 600 800 1000 1200 1400 1600 miz
Meas. m/z # Formula Score m/z err Mean mSigm rdb e N-R
[ppm] err a Conf ule
[ppm]
311.1381 1 C14H15N8O 59.68 311.1363 -5.6 -5.6 14.5 11.5  even ok
2 C18H19N203 100.00 311.1390 3.0 31 147 10.5 even ok
3 C13H20CINBO 0.14 311.1382 0.2 03 169.1 6.5 even ok
4 C12H24CIN205 0.05 311.1368 -4.0 3.9 173.8 15 even ok
449.1377 1 C24H22CIN403 100.00 449.1375 0.5 0.7 255 155 even ok
2 C23H26CIO7 39.64 449.1362 -3.5 -3.6 333 10.5 even ok
3 C29H2105 119 449.1384 14 53 130.8 19.5 even ok
4 C30H17N40 0.44 449.1397 44 83 1334 245 even ok

Figure S12. HRMS spectrum of 5
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Figure S13.'"H NMR (400 MHz, DMSO-ds) spectrum of 6
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Figure S14.°C NMR (400 MHz, DMSO-ds) spectrum of 6
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’ 200 400 600 800 1000 1200 1400 1600 miz
Meas. m/z # Formula Score m/z err  Mean mSigm rdb e N-R
[ppm] err a Conf ule
[ppm]
3891711 1 C20H25N206 10000 3801707 10 07 18.3 95 even ok
2 CITHI7TN12 4329 3801694 45 43 207 155 even ok
3 C21H21N602 5420  389.1721 24 27 328 145 even ok
4 C16H22CIN10 030 3891712 02 04 1553 105 even ok
5 C15H26CIN6O4 016  389.1699  -32 31 1562 55 even ok
6 C19H30CIO6 010 3894725 37 39 1605 45 even ok
7 C15H27CI2N8 000 3894730 49 51 2766 55 even ok
8 C14H31CI2N404 000 3894717 15 17 2779 05 even ok
4892140 1 C27H29N405 10000 4892132 16 13 213 155 even ok
2 C28H25N80 8203 4802146 12 14 335 205 even ok
3 C22H30CINBO3 030 4892124  -33 38 1463 115 even ok
4 C26H34CIN205 029 489.2151 22 18 1527 105 even ok
5 C21H35CI2N603 000 4892142 04 00 2714 65 even ok
6 0.00 1.5 even

C20H39CI2N207

Figure §15. HRMS spectrum of 6
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Figure S16.'H NMR (400 MHz, DMSO-ds) spectrum of 7
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Figure S17.3C NMR (101 MHz, DMSO-ds) spectrum of 7

Intens. +MS, 0.6-1.1min #(53-65)|
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200 400 600 800 1000 1200 1400 1600 miz

Meas.m/z # Formula Score m/z err[ppm] Meanerr[ppm] mSigma rdb e Conf N-Rule

2051921 1 CA17TH2704 64.04 2951904 5.9 56 211 45 even ok

2 C18H23N4 100.00 2951917 1.4 1. 352 95 even ok

4422241 1 C25H32NO6 5290 4422224 3.9 36 42 105 even ok

2 C26H28N502 100.00 442.2238 0.8 0.6 11.8 155 even ok

4642061 1 C27H30NO6 100.00  464.2068 15 18 94 135 even ok

2 C24H22N1 98.28  464.2054 1.4 1.2 10.7 195 even ok

Figure S18. HRMS spectrum of 7
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Figure 519.'H NMR (400 MHz, DMSO-ds) spectrum of 8
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Figure 520.3C NMR (101 MHz, DMSO-ds) spectrum of 8

Intens. +MS, 0.9-1.0min #(54-59)|
x1067
201 260.1655
1.5
1.0
051 383.2447
96.0422 l I 971.4957
0014k L “ - — - - - -
200 400 600 800 1000 1200 1400 1600 miz
Meas. m/z # Formula Score m/z err Mean  mSig rdb e~ N-R
ma Conf ule
260.1655 1 C17H21N20 100.00 269.1648 338 85 even ok
383.2447 1 C21H3506 57.66 383.2428 97 45 even ok
2 C22H31N402 100.00 383.2442 227 95 even ok
486.2510 1 C28H32N503 100.00 486.2500 106 155 even ok
971.4957 1 CB59H71012 54.80 971.4940 114 245 even ok
2 C57H59N1402 45.82 971.4940 19.9 355 even ok
3 CE0H67N408 100.00 971.4953 19.9 295 even ok
4 C61H63IN8O4 56.08 971.4967 315 345 even ok
5 C48H71N6O15 33.65 971.4972 39.0 165 even ok

Figure S21. HRMS spectrum of 8
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Figure 523.3C NMR (101 MHz, DMSO-ds) spectrum of 9

Intens. +MS, 0.9-1.0min #(55-60),
x105
20

- 444.1672
15
887.3280
1.0
0.5
311.1383 l 754 2004 13524758

D N 1 VORI (oo | R e _meeso | tsesorn ‘

200 400 600 800 1000 1200 1400 1600 miz

Meas. m/z # Formula Score m/z err  Mean mSig rdb e N-R

[ppm] err ma Conf ule

[ppm]

444.1672 1 C23H26NO8 45.16 444.1653 -4.4 -4.0 6.0 11.5  even ok

2 C24H22N504 100.00 444.1666 -14 -1.0 8.1 16.5 even ok

3 C25H18N9 69.63 444.1680 16 2.0 229 215 even ok

466.1491 1 C22H16N1102 91.53 466.1483 -1.7 -1.4 34 205 even ok

2 C25H24NO8 100.00 466.1496 1.2 16 46 14.5 even ok

3 C26H20N504 35.95 466.1510 4.1 44 154 195 even ok

887.3280 1 C51H51014 100.00 887.3273 -0.8 -04 16.7 265 even ok

2 C52H47N4010 79.22 887.3287 08 11 273 315 even ok

3 C49H39N1404 76.27 887.3273 0.8 0.5 287 375 even ok

Figure 524. HRMS spectrum of 9
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Figure 526.3C NMR (101 MHz, DMSO-ds) spectrum of 10

Intens. +MS, 0.9-1.1min #(56-63)]
x105]
207 96 0421
157 445.1695
-y 880.3323
0.5
850:1640 1356.4858
00 h e ul | N 6772484 n 1133.9015 15785703
200 400 600 800 1000 1200 1400 1600 miz
Meas. m/z # Formula Score m/z err  Mean mSig rdb e N-R
[ppm] err ma Conf ule
445.1695 1 C25H25N4028S 100.00 445.1693 12.0 155 even ok
2 C24H2006S 40.94 445.1679 195 105 even ok
3 C33H2IN2 56.98 445.1699 335 245 even ok
4 C20H29011 36.41 445.1704 405 65 even ok
467.1515 1 C23H19N10S 100.00 467.1509 116 195 even ok
2 C22H23N604S 4367 467.1496 1.9 145 even ok
3 C26H2706S 8228 467.1523 15.9 135 even ok
4 C19H19N1005 3038 467.1534 27.7 155 even ok
5 C30H19N402 45.96 467.1503 300 235 even ok
490.2273 1 C27TH32N5028 100.00 490.2271 14.8 145 even ok
2 C26H36NO6S 40.85 490.2258 224 95 even ok
3 C35H28N3 67.07 490.2278 285 235 even ok
889.3323 1 C57H49N206S 58.77 889.3306 123 345 even ok
2 237 395 even

C58H45N602S 100.00 889.3319

Figure 527. HRMS spectrum of 10
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Figure 528.'H NMR (400 MHz, DMSO-ds) spectrum of 11
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Figure 529.3C NMR (101 MHz, DMSO-ds) spectrum of 11

Intens.

+MS, 1.0-1.0min #(57-61)

x1067
201 121.5716
1.57
1.09
0.54 205.0589
388.1767 712.2344
ool o P — e ‘ : — : : — :
200 400 600 800 1000 1200 1400 1600 m/z
Meas.m/z # Formula Score m/z err[ppm] Meanerr[ppm] mSigma rdb e Conf N-Rule
388.1767 1 C22H22N502 100.00 388.1768 03 0.8 46 145 even ok
2 C21H26NO6 50.91 388.1755 =31 227 10.9 9.5 even ok

Figure S30. HRMS spectrum of 11
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Figure 532.3C NMR (101 MHz, DMSO-ds) spectrum of 12

In(enss +MS, 0.9-1.1min #(56-64)|
4 311.1302
4
2796.0420
l 485.0464
817.1608 967.0893
L o Il T - i s . . i i
200 400 600 800 1000 1200 1400 1600 miz
Meas. m/z # Formula Score m/z err  Mean mSigm rdb e N-R
[ppm] err a Conf ule
[ppm]
311.1392 1 C18H19N203 100.00 311.1390 05 02 184 105 even ok
2 C1MH19NBOS 65.47 311.1397 17 1.9 292 6.5 even ok
3 C10H23N405S 46.59 311.1384 -26 -2.4 375 1.5 even ok
4 C4H11N18 11.68 311.1409 54 5.1 64.4 85 even ok
356.1970 1 C20H26N303 100.00 356.1969 -0.5 -0.1 15.7 9.5 even ok
2 C13H26N90S 59.27 356.1976 15 47 319 55 even ok
3 CBH18N19 24.33 356.1987 47 19 39.9 7.5 even ok
4 C12H30N505S 40.80 356.1962 23 21 403 05 even ok
483.0483 1 C22H20BrN4028S 100.00 483.0485 0.5 0.5 19.7 14.5 even ok
2 C21H24Bro6sS 54.56 483.0471 23 22 264 95 even ok
3 C15H12BrN140 39.01 483.0496 29 34 335 16.5 even ok
4 C30H16BrN2 44.32 483.0491 1.8 26 40.0 235 even ok
5 C17H24BrO 11 31.39 483.0497 2.9 35 415 55 even ok
6 38.31 483.0472 -2.1 -1.5 42.4 26.5 even ok

Figure S33. HRMS spectrum of 12

C26H7N6OS5
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Figure S34.'H NMR (400 MHz, DMSO-ds) spectrum of 13
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Figure §35.3C NMR (101 MHz, DMSO-ds) spectrum of 13
Intens. +MS, 1.0-1.0min #(56-60)
x105]
207900421 4501232
157
899.2399
1.0]
057
1348.3605
okl il | nl | 1584,9151
200 400 600 800 1000 1200 1400 1600 miz
Meas. m/z # Formula Score m/z err Mean mSigm rdb e~ N-R
[ppm] err a Conf ule
[ppm]
450.1232 1 C21H24NO8S 4501217 33 34 105 even ok
2 C15H12N1503 450.1242 23 3.1 175 even ok
3 C17H24NO13 450.1242 23 31 65 even ok
4 C22H20N5048 4501231 03 05 155 even ok
5 C14H16N1107 4501229 0.7 01 125 even ok
6 CB8H12N210S 450.1249 38 34 135 even ok
7 C23H16N9S 450.1244 27 24 205 even ok
8 C11H8N210 4501215 37 35 185 even ok
9 C13H20N7011 4501215 37 3.0 75 even ok
10 C10H24N7011S 450.1249 38 36 25 even ok
11 C7H16N1705S 450.1236 08 05 85 even ok
12 C30H16N302 450.1237 12 23 245 even ok
899.2399 1 C40H39N10013S 899.2413 16 22 265 even ok
2 € 4038 21 even

Figure S36. HRMS spectrum of 13
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Figure S37.'H NMR (400 MHz, DMSO-ds) spectrum of 14
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Figure S38.°C NMR (101 MHz, DMSO-ds) spectrum of 14
Intens. +MS, 1.0-1.2min #(57-69)|
x105
6 438.1931
o
129.5601
24 287.1293
875.3790
675.7593
o H\.‘Il.x|u‘4 Ll camel i ol 11134505 19123594 i .
200 400 600 800 1000 1200 1400 1600 miz
Meas. m/z # Formula Score m/z err Mean mSigm rdb e N-R
[ppm] err a Conf ule
[ppm]
438.1931 1 C25H28NO6 51.10 438.1911 -45 -42 19.5 125 even ok
2 C26H24N502 84.91 438.1925 -14 i 37 17.5 even ok
3 C1MH20N1703 100.00 438.1930 -0.3 -0.5 36.3 10.5 even ok
4 C14H28N709 54.84 438.1943 238 29 37.6 4.5 even ok
5 C19H24N118S 96.23 438.1931 0.1 03 38.7 135 even ok
6 C18H28N704S 49.61 438.1918 -29 =27 40.1 85 even ok
7 C13H32N3013 88.51 438.1930 -0.3 -0.1 41.0 -0.5 even ok
8 C22H32NO6S 39.71 438.1945 3.2 34 45.1 7.5 even ok
9 C10H24N1307 3297 438.1916 -3.3 -3.3 50.2 55 even ok
483.2509 1 C27H35N206 54.49 483.2490 -4.0 -3.7 7.8 11.5 even ok
2 C28H31N6O2 100.00 483.2503 -1.3 -1.0 194 16.5 even ok
3 C21H31N12S 73.87 483.2510 0.2 0.2 418 125 even ok
4 C20H35N804S 35.94 483.2496 -26 -26 457 75 even ok
5 30.29 29 3.0 6.5 even

C24H39N206S

483.2523

Figure $39. HRMS spectrum of 14
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Figure 540.'H NMR (400 MHz, DMSO-ds) spectrum of 15
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Figure S41. °C NMR (101 MHz, DMSO-ds) spectrum of 15
Intens. +MS, 1.0-1.0min #57-62)|
x10%
1.5 4131765
10980422 8203468
05|
1265.5023
712.2346 l 1462.1022 1680 6804
00 s | n i J ) i ni
200 400 600 800 1000 1200 1400 1600 miz
Meas.miz  # Formula - Score miz er Mean mSiyg rdb e N-R
[ppm] err ma Conf ule
lppm]
413.1765 1 C25H24N402 100.00 415.1765 0.1 0.0 58 155 even ok
2 C23H2707 47.79 4151751 34 34 8.1 105 even ok
437.1588 1 C25H2507 83,38 437,1505 20 22 29 135 even ok
2 C22H17N100 100.00 437.1581 1.1 09 71 195 even ok
3 C21H21NEOS5 41.46 437.1568 42 40 112 145 even ok
460.2348 1 C26H30N503 100.00 460.2343 05 04 34 145 even ok
2 C25HMNOT 43.74 450.2330 34 33 83 95 even ok
820.3468 1 C48H45NBOG 80.22 8203457 3 10 43 305 even ok
2 47.91 820.3483 19 23 16.3 295 even ok

Figure S42. HRMS spectrum of 15
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Figure S43.'H NMR (400 MHz, DMSO-ds) spectrum of 16
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Figure S44.°C NMR (101 MHz, DMSO-ds) spectrum of 16

Intens. | +MS, 0.9-1.1min #(55-68)|
x10
107 311.1397
0.8
0.6+
0.47
643.2545
027 96,0421 j \
0.0 = 4 ‘h ! -t T l = T 953'387? T T T T
200 400 600 800 1000 1200 1400 1600 m/z
Meas. m/z # Formula Score m/z err Mean mSigm rdb e N-R
[ppm] err a Conf ule
[ppm]
311.1397 1 C18H19N203 100.00 311.1390 23 -2.0 220 10.5 even ok
2 C4H1IN18 24.33 311.1409 3.7 3.7 63.4 85 even ok
356.1974 1 C20H26N303 100.00 356.1969 -1.5 -1.2 15.9 9.5 even ok
2 CB6H18N19 36.98 356.1987 3.7 0.9 39.8 7.5 even ok
428.2083 1 C25H26N502 100.00 428.2081 -0.5 -0.2 6.7 155 even ok
2 C24H30NOG6 36.20 428.2068 -3.6 -3.3 211 10.5 even ok
3 C10H22N1703 13.64 428.2086 0.7 03 76.3 85 even ok
4 C13H30N709 6.06 428.2100 3.8 3.9 775 25 even ok
5 C9H26N1307 523 428.2073 -2.4 -2.4 90.3 35 even ok
621.2725 1 C36H37N406 56.73 621.2708 2.8 25 2.1 205 even ok
2 C37H33N8O2 100.00 621.2721 0.6 04 14.0 255 even ok
3 C25H37N1009 22.88 621.2739 213 25 496 125 ok

Figure S45. HRMS spectrum of 16
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Figure S46.'H NMR (400 MHz, DMSO-ds) spectrum of 17
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Figure 547.3C NMR (101 MHz, DMSO-ds) spectrum of 17

Intens. +MS, 0.9-1.1min #(56-63)
x105]
254 428.2083
2.0
159
— 855.4097
104
0.5
o — 1282.6160
00 L. 257 -] " 10884895 . 15082155 17108250
’ 200 400 600 800 1000 1200 1400 1600 miz
Meas. m/z # Formula Score m/z er Mean mSigm rdb e~ N-R
[ppm] err a Conf ule
[ppm]
428.2083 1 C24H30NOG 59.61 4282068 36  -33 1.7 105 even ok
2 C25H26N502 100.00 428.2081 05 02 136 155 even ok
3 C10H22N1703 3142 428.2086 07 04 56.4 85 even ok
4 C13H30N709 14.08 428.2100 39 39 575 25 even ok
5 C9H2B6N1307 13.41 4282073 24 24 702 35 even ok
473.2661 1 C27H33N602 100.00 4732660 04 05 144 145 even ok
2 C26H37N206 46.93 4732646 32 29 15.8 95 even ok
3 C15H37TN8O9 8.26 473.2678 35 35 724 15 even ok
4 C12H29N1803 16.57 473.2665 02 75 even ok
5 C11H33N1407 7.37 473.2651 22 25 even ok
855.4097 1 C53H59010 100.00 855.4103 1.0 245 even ok
2 C50H51N1004 8342 855.4089 07 305 even ok
3 C54H55N406 37.58 855.4116 25 295 even ok
4 C51H47TN14 855.4103 355 even

Figure S48. HRMS spectrum of 17
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Figure S49. The effect of 2 and 5 uM compound concentration on MDA-MB-231 cell line viability after 24 and 48
h.
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Figure S50. The effect of 2 and 5 uM compound concentration on IGR39 cell line viability after 24 and 48 h.
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Figure S51. The effect of 2 and 5 uM compound concentration on Panc-1 cell line viability after 24, 48, and 72 h.
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Figure S52. The effect of 2 and 5 uM compound concentration on PPC1 cell line viability after 24, 48, and 72 h.

Procedure S1. Evaluation of 2 and 5 uM compound concentration effect on cell line viability.

The effect of 10 uM compounds on cell viability was studied using 3-(4,5-dimethylthiazol-2-yl)-2,5-
diphenyltetrazolium bromide (MTT; Sigma-Aldrich Co., St Louis, MO, USA) assay. IGR39, MDA-MB-231, Panc-
1 and PPC1 cells were seeded in 96-well plates (Corning) in triplicates at a volume of 100 uL at 4 x 10° cells/well).
After 24 h, the cells were treated with 2 and 5 uM of compounds 5, 6, 13, and 14. After 24 h, 48 h (all cell lines)
and 72 h (Panc-1 and PPC1 cells), the MTT reagent has been added and cells were incubated for 4 h. Then the
medium was aspirated, and the formed formazan crystals were dissolved in 100 uL. DMSO (Sigma-Aldrich Co.,
St. Louis, MO, USA). The absorbance was measured at 570 and 630 nm using a multi-detection microplate reader.

Compound effect on cell viability was calculated according to a formula:

Where:

_AO

Relative cell viability (%) = ———
Anc — 4o

A —mean of absorbance of the tested compound,
Ao — mean of absorbance of blank (no cells, positive control),
Anc — mean of absorbance of negative control (only cells, no treatment).



