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Reagents and conditions:

(a) 4-Ar-piperazine (2 eq.), MeOH, r.t. 28 h, or 4-Ar-piperazine hydrochloride
(1.2 eq.), Et;N (2.25 eq.), MeOH r.t. 72 h; (b) H,N-NH,xH,O (6 eq.), MeOH

r.t. 16 h, reflux, 4 h; (¢)1,3-diketone, AcOH, reflux, 2 h; (d) thiourea (1.02 eq.),
MeCN, reflux, 3 h; (e) NaOH (2.14 eq.) water/THF 5 °C, 0.5 h, r.t. 5 h.

Scheme S1. Synthesis of 4-substituted pyridine-3-sulfonamide substrates 2-3, 8-11 [15] and
12-14[13].
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Table S1. Inhibition growth percent (IGP [%]) of compounds 20, 26, 28-31 and 34-36
against selected (IGP >10) NCI-60 cancer cell lines at single concentration of 107> M.

IGP [%]
Panel/cell line 20 26 28 29 30 31 34 35 36
Leukemia
MOLT-4 * 9 *x 13 7 1
SR NT * 3 * NI 7 6 13 NT
Non-small-cell lung cancer
HOP-92 13 * NT 13 6 2 2 NT NT

NCI-H322M  * 3 * 12 8 * 0% *
Colon cancer
HCC-2998 NT 13 * 5 % 2 18 * *

CNS cancer
SF-539 * 1 NT * * * 3 10
SNB-75 NT 9 * 4 4 7 1 * 21
Melanoma

MALME-3M * 1 1 2 17 11 6 * *
Renal cancer

A498 % % % 18 * * =
CAKI-1 13 1 = 3 * * 2 *
TK-10 NT NT * * 12 NT * * %
UO-31 8§ 17 10 16 16 * 5 9 5
Breast cancer

MCEF7 . 1 23 *
T-47D * 3 7 8 121 6 1




Spectrum 1. "H-NMR of compound 17 (500 MHz, DMSO-dj).
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1 4401.459 8.806 38.5 N A ,st\fSCHS
2 4149.490 8.302 19.4 o ‘o N
3 4142,166 8.287 20.3 “CN
q 3679.735 7.362 27.5 17
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Spectrum 2. '"H-NMR of compound 21 (500 MHz, DMSO-d).

CH;
CHGWCHS
COMPD 21.ESP C
S
| H
N~ _N SCH34
.S, | ooy
o o - O 0
N\CN AN~ —
2 e
No. (ppm) (Hz) Height /
1 1.23 6132 | 0.0562
2 1.94 967.5 | 0.6780
3 1.99 9939 | 0.6996
4 2.15 1076.4 | 1.0000 §
5 2.16 1077.9 | 0.9430
6 217 10852 | 0.0545
7 5.98 2988.3 | 0.0269 /
8 7.52 37605 | 0.1212 /
9 7.53 3765.9 | 0.1282 @ /
O N @ [
10 8.87 44322 | 0.1285 o B B oy |
© N0 [ /
1 8.88 44371 | 01337 [ |
12 9.14 4569.8 | 0.2084 g
|
|
| S 8
| Q -
|
/ :
i !/‘
y L
- I IVARTTAL AW
0.800.98 1.00 4.06 6.00 2.95 2.96
[ — [ EHH
LS
0 9 8 7 6 5 4 3 2 1 0

Chemical Shift (ppm)



Spectrum 3. '"H-NMR of compound 25 (500 MHz, DMSO-d).
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Spectrum 4. "H-NMR of compound 28 (500 MHz, DMSO-dj).
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Spectrum 5. "H-NMR of compound 32 (200 MHz, DMSO-dj).
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Spectrum 6. 'H-NMR of compound 36 (500 MHz, DMSO-d).
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