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Activity and Metabolic Stability
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Figure S1. '"H-NMR of compd 21 (500 MHz, DMSO-ds).



Molecules 2016, 21, 808; doi:10.3390/molecules21060808 52 of 520

©
3935
§'5
0
8
°8y _Su 9
~ ~ © s P = ©
N or8e © Qg 285 ¥
Ko 8 & &3
b 3 =L N
| | N i
||
WWJLMMA(MI\MUJW"wa/«“‘JLW L0 [, - als
122 140 138 136 134 132 130 128 126 124 gl
P
-]
&
©o o
- © (<4
QoL g 2 S
5 5T8Tes | ER ¢
5 REds [ i
38 B8 | | |
N 2
Q| g
- I
| \
4 DAR A\ " " o oy a ” " e
JMMW“WWM ey VML : oAt R e o Ao
S - -sCf i S i L i
144 138 128 120 112 104 80 72
Chemical Shift (ppm)
Figure S2. 3C-NMR of compd 21 (125 MHz, DMSO-ds).
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Figure S3. "H-NMR of compd 22 (500 MHz, DMSO-d).
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No. | (ppm) (Hz)
1 10.43 1311.3
2 11.28 1418.0
3 19.72 2478.4
4 2525 31740
5 39.68 4987.0
6 39.84 5008.1
7 40.01 5029.2
8 40.18 5050.3
9 40.35 5071.3
10 40.43 5082.3
1" 40.52 5092.4
12 40.61 5103.8
13 40.68 51135
14 109.73 | 137916
15 12970 | 16302.4
16 131.03 | 16468.8
17 133.03 | 167209
18 13510 | 16981.3
19 136.65 | 17175.4
20 141.76 | 178182
21 159.41 20036.6
22 160.29 | 20147.7
23 167.33 | 210325
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Figure S4. ®*C-NMR of compd 22 (125 MHz, DMSO-ds).

No. [ (ppm) [ Hz
1 229 | 459.3
2 | 431 | 862.3
3 | 7.09 | 14181
4 7.10 | 1420.1
5 | 7.26 | 14514
6 | 7.37 | 14745
7 | 7.50 | 1500.3
8 7.54 | 1507.9
9 | 7.58 | 1516.3
10 | 7.63 | 1526.7
11 | 7.67 | 1534.1
12 | 7.82 | 1563.8
13 | 7.85 | 1570.8
14 | 8.13 | 1625.0
15 | 9.31 | 1862.3
16 | 14.25 | 2850.5
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Figure S5. '"H-NMR of compd 27 (200 MHz, DMSO-db).
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Figure S6. *C-NMR of compd 27 (50 MHz, DMSO-db).
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Figure S7. 'H-NMR of compd 28 (200 MHz, DMSO-db).
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Figure S8. 3C-NMR of compd 28 (50 MHz, DMSO-db).
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3.85 | 770.2
4.32 | 863.3
7.17 | 1433.9
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Figure S9. '"H-NMR of compd 32 (200 MHz, DMSO-d).



Molecules 2016, 21, 808; doi:10.3390/molecules21060808 S6 of 520

£
&

a2 R R 23 v ~oo/ s ojn -

2 s u T O
% 13 125 pPH
2
23 |
24 Ii
25 I t
% I . [l
2r | Ii | Il
28 | Il | [l
2 | I | I}
| . I | i |
| | Il | 1] |
| [ | |1 il | |
| I | |1 I | |
A . A o ST !
o otV s f . .
I L L o o o e L o i o e B I e
200 180 160 140 120 10¢ 80 60 40 20 PPM
Figure S10. *C-NMR of compd 32 (50 MHz, DMSO-ds).
No. | (ppm) (Hz) | ©
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5 704 | 35204
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7 | 745 | 37226 5
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Figure S11. '"H-NMR of compd 35 (500 MHz, DMSO-ds).
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Figure S12. ®*C-NMR of compd 35 (125 MHz, DMSO-ds).
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Figure S13. 'TH-NMR of compd 37 (500 MHz, DMSO-ds).
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No. | (ppm) (Hz)
1| 1957 | 24600
2 | 3487 | 43833
3 | 3068 | 4987.0
4 | 3084 | 5007.7
5 | 4001 | 50287
6 | 4018 | 5049.8
7 | 4034 | 50709
8 | 4051 | 50920
9 | 4068 | 51126
10 | 12485 | 156921
11 | 12598 | 158352
12 | 12662 | 159147
13 | 12695 | 15956.4
14 | 12863 | 161676
15 | 12884 | 16194.0
16 | 12014 | 162313
17 | 13000 | 16340.2
18 | 13192 | 165813
19 | 13222 | 166195
20 | 13271 | 166805
21 | 13352 | 16781.9
22 | 13397 | 16839.0
23 | 137.01 | 172206

40.18

~40.34
40.01

-39.84

40.51
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Figure S15. '"H-NMR of compd 38 (500 MHz, DMSO-ds).
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Figure S14. ®*C-NMR of compd 37 (125 MHz, DMSO-ds).
No_[_(ppm) | (z)
1 242 1211.2]
2 3.88 1938.3]
3 4.73 2361.7
4 7.05 3525.8
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Figure S16. *C-NMR of compd 38 (125 MHz, TFA).
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Figure S17. '"H-NMR of compd 39 (500 MHz, DMSO-ds).
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Figure S18. ®*C-NMR of compd 39 (125 MHz, DMSO-ds).
No. (ppm) | (Hz) @©
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Figure 519. 'H-NMR of compd 40 (500 MHz, DMSO-ds).
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Figure S20. *C-NMR of compd 40 (125 MHz, DMSO-ds).
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Figure S21. '"H-NMR of compd 41 (500 MHz, DMSO-ds).
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Figure S22. ®*C-NMR of compd 41 (125 MHz, DMSO-ds).

No. | (ppm) Hz
443 | 8865

1 1
2 | 716 (14326
3 | 7.28 [1455.0

4 7.34 | 1467.8
5 | 7.35 | 1470.1
6 7.42 | 14836
7 7.46 | 14922
8 | 7.73 | 15455
9 7.77 | 1553.4
10 | 7.85 | 1569.6
11| 7.89 15772
12 | 8.09 | 1618.1
13 | 8.13 | 1625.5
14 | 8.30 | 16506
15 | 9.36 | 1871.0
16 | 10.80 | 2158.7
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Figure S23. '"H-NMR of compd 46 (200 MHz, DMSO-db).
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Figure 524. *C-NMR of compd 46 (50 MHz, DMSO-ds).
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Figure 525. 'H-NMR of compd 52 (200 MHz, DMSO-ds).
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Figure 526. *C-NMR of compd 52 (50 MHz, DMSO-ds).
No. | (ppm) | Hz
1| 231 | 4616
2 | 378 | 756.1
3| 440 | 8799
4 | 7.03 14057
5 | 707 | 14140
6 | 7.18 | 14366
7 | 721 14425
8 | 7.34 14678
9 | 7.36 | 14720
10 | 7.62 | 1523.5
11 | 7.65 | 1529.8
12 | 7.93 | 1586.3
13 | 7.97 | 1594.6
14 | 8.27 | 1654.5
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16 | 1057 | 2113.2
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Figure S27. '"H-NMR of compd 53 (200 MHz, DMSO-ds).
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Figure 528. *C-NMR of compd 53 (50 MHz, DMSO-ds).
No. | (ppm) | Hz
1| 231 | 4616
2 | 377 | 7538
3 | 442 | 8837
4 | 7.8 [1439.2
5 | 7.21 | 14421
6 | 7.36 | 1470.9
7 | 7.38 | 14755
8 | 7.44 | 1486.8
9 | 7.46 [ 1491.3
10 | 7.58 | 1515.1
11 | 7.62 | 1523.2
12 | 7.66 | 1531.8
13 | 7.69 | 1537.2
14 | 8.24 | 1647.4
15 | 9.28 | 1855.1
16 | 10.50 | 2100.5
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Figure S29. '"H-NMR of compd 54 (200 MHz, DMSO-dk).
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Figure S30. *C-NMR of compd 54 (50 MHz, DMSO-ds).

(ppm) | Hz
2.29 | 458.8
3.71 | 741.0
3.80 | 758.9
4.43 | 886.1
7.14 | 1426.8
7.18 | 1434.9
7.23 | 1446.7
7.26 | 1452.7
7.40 | 1480.5
10 | 7.47 | 14933
11 | 7.52 | 1502.8
12 | 7.56 | 1510.7
13 | 763 | 1525.3
14 | 8.20 | 1640.6
15 | 9.32 | 1864.0
16 | 10.50 | 2090.0
17 1 14.20 | 2839.7
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Figure S31. 'H-NMR of compd 56 (200 MHz, DMSO-ds).
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Figure S32. *C-NMR of compd 56 (50 MHz, DMSO-ds).
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3.77 | 7532
379 | 7579
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6.94 | 1387.6
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7.08 | 1415.2
717 | 14342
7.18 | 1435.9
10 | 7.19 | 1439.2
11 | 7.20 | 1440.7
12 | 7.33 | 1466.2
13 | 7.35 | 1469.8
14 | 7.63 | 1526.3
15 | 7.68 | 1535.4
16 | 7.93 | 1584.9
17 | 7.97 | 1593.7
18 | 826 | 1651.1
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Figure S33. 'TH-NMR of compd 57 (200 MHz, DMSO-ds).
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Figure S34. ®*C-NMR of compd 57 (50 MHz, DMSO-ds).
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3.77 | 753.5
441 | 882.0
6.93 | 1386.4
6.98 | 1395.2
7.19 | 1437.7
7.21 | 14424
7.35 | 1469.9
7.37 | 1473.9
7.39 | 1477.3
10 | 743 | 14859
11 | 7.45 | 14906
12 | 7.59 | 1518.1
13 | 764 | 15276
14 | 765 | 1528.8
15 | 7.68 | 1535.9
16 | 823 | 16453
17 | 9.27 | 1854.0
18 | 10.43 | 2085.6

7.8 7.4 I.E 7.Em s.E
L S S S S B I N 56/ ) L L L B L ) L L L B L
8

LI e B T
10 6 4 2 PPM

— _l_,__l_,_l> | NN [y S R—
5.2 4.8 5.3 6.8 B2 2.7 9.2 5.6

Figure S35. 'H-NMR of compd 58 (200 MHz, DMSO-ds).
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Figure S36. *C-NMR of compd 58 (50 MHz, DMSO-ds).

No. | (ppm) | Hz
1 3.76 | 7521
2 | 378 | 7575
3 | 440 | 880.8
4 | 692 | 1383.0
5 | 696 | 1392.0
6 | 701 | 1401.8
7 | 706 | 14108
8 | 722 | 14435
9 | 7.25 | 14490
10 | 7.38 | 1475.0
11 | 7.40 | 1480.3
12 | 7.49 | 1497.0
13 | 759 | 1517.5
14 | 762 | 1523.0
15 | 7.63 | 1526.4
16 | 7.67 | 1534.4
17 | 826 | 1651.0
18 | 9.19 | 1837.5
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Figure S37. 'TH-NMR of compd 59 (200 MHz, DMSO-ds).
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Figure S38. *C-NMR of compd 59 (50 MHz, DMSO-ds).



