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Table S1. Virtual screening hits (7) obtained after excluding the bidentate poses in HDAC1, HDAC6 and HDACS as

well as monodentate poses in HDACS6.
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Table S2. Hydrogen bond occupancy (%) for three repeated 50 ns MD runs and one 500 ns MD run

His142 His143 His183 Tyr304

Run-1 100.0 65.7 34.5 87.0
Run-2 99.8 54.7 26.9 87.4
Run-3 100.0 72.7 37.3 72.3

500ns 100.0 68.1 42.6 85.0




Analytical data
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Figure S1. '"H NMR chart of 1 (ZINC000028464438).
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Figure S2. 3C NMR chart of 1 (ZINC000028464438).
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1 1,695 70031 1,668 1,812 -
2 13,123 4021050 95,755 1,540 56,157
3 14,027 9999 0,238 0,882 3,439
4 14,659 98247 2,340 0,868 2,665
Total 4199327 100,000
Figure S3. HPLC chromatogram of 1 (ZINC000028464438).
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Figure S4. Mass spectrum of 1 (ZINC000028464438).



394.1394
z=1
C21H2005N3
-0.8512 ppm

2.8.8

@
o

~
o

~ ®
o =]
ETRR TR AT NTRTY SR

-]
o

] 416.1214

z=
3 C21H19OsN3 Na
= -0.7047 ppm

25 395.1427
= z=1

] 353.2662 417.1248
3 z=1 z=1
103 381.2977

o o
Teoiiling

I

500.1789
z=1

240 260 280 300 320 340 360 380 400 420 440

Figure S5. High resolution mass spectrum of 1 (ZINC000028464438).



In vitro data
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Figure S6. ICs0 plot of the reference inhibitor SIS17 for HDAC11.

Table S3. Reference inhibitors used for the HDAC in vitro assay

1Cs0 oM HDACI1 HDAC2 HDAC3 HDAC6 HDACS8 HDAC10 HDACI11
SAHA 0610001; 0.43+0.009 | 0.21+0.01 | 0.100+0.01 0.55+0.1 n.d. n.d.
Entinostat 093+ 0.1 0.95+0.03 1.8+0.1 >20 >20 >20 >20
0.50 + 0.0035 +
Nexturastat 0.030 n.d. n.d. 0.001 041+ 0.1 >10 3.25+0.2
0.092 +
PCI-34051 283+2.0 >20 >20 482 +6.2 0.015 n.d. n.d.
Tubastatin 0.034 +
A 1.91+0.42 n.d. n.d. 0.001 1.44 +0.12 0.22 +0.02 n.d.
112% @10 | 7.8% @10 0% @ 10 6.7% @ 10 12.6% @ 10 17.5% @ 10
SIS17 oM oM oM oM oM oM 0.170 +0.02




