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[image: A collage of multiple images of a molecule

Description automatically generated]Figure S1. Predicted binding modes of compounds, a) 2c (magenta sticks), b) 2d (violet sticks), c) 2f (orange sticks), and d) 2g (light green sticks) in drHDAC10 (PDB ID 6UHU). The surface of the proteins is colored according to lipophilicity; green for hydrophobic and magenta for hydrophilic. Side chains of binding site residues are shown as white sticks and the catalytic zinc ion as orange spheres. H-bond interactions are depicted as blue-dashed lines, salt bridge interactions as magenta-dashed lines, π-π interactions as orange-dashed lines, cation-π interactions as green-dashed lines, and coordination of the zinc ion by the ligand as yellow-dashed lines.

[image: A graph of different colored lines

Description automatically generated with medium confidence]Figure S2. a) RMSD plots of protein-heavy atoms in drHDAC10 (PDB ID 6UHU)-compound 2a docked complexes for 3 repeated MD runs each for 100 ns. b) RMSD plots of the Zn ion in drHDAC10 (PDB ID 6UHU)-compound 1 complexes for 3 repeated MD runs each for 100 ns.
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Description automatically generated]
Figure S3. a) RMSD plots of the crystalized ligands heavy atoms in humanized drHDAC10 (PDB ID 7U6A) crystalized complexes for 3 repeated MD runs each for 100 ns. b) RMSF plots of the crystalized ligands heavy atoms in humanized drHDAC10 (PDB ID 7U6A) crystalized complexes for 3 repeated MD runs each for 100 ns. c)  RMSD plots of protein heavy atoms in humanized drHDAC10 (PDB ID 7U6A) crystalized complexes for 3 repeated MD runs each for 100 ns. d) RMSD plots of the Zn ion in humanized drHDAC10 (PDB ID 7U6A) crystalized complexes for 3 repeated MD runs each for 100 ns.
[image: A group of graphs with lines

Description automatically generated]
Figure S4. a) RMSD plots of the crystalized ligands heavy atoms in humanized drHDAC10 (PDB ID 7U6B) crystalized complexes for 3 repeated MD runs each for 100 ns. b) RMSF plots of the crystalized ligands heavy atoms in humanized drHDAC10 (PDB ID 7U6B) crystalized complexes for 3 repeated MD runs each for 100 ns. c) RMSD plots of protein-heavy atoms in humanized drHDAC10 (PDB ID 7U6B) crystalized complexes for 3 repeated MD runs each for 100 ns. b) RMSD plots of the Zn ion in humanized drHDAC10 (PDB ID 7U6B) crystalized complexes for 3 repeated MD runs each for 100 ns.
[image: A group of graphs with different colored lines

Description automatically generated]
Figure S5. a) RMSD plots of the crystalized ligands heavy atoms in humanized drHDAC10 (PDB ID 7U69) crystalized complexes for 3 repeated MD runs each for 100 ns. b) RMSF plots of the crystalized ligands heavy atoms in humanized drHDAC10 (PDB ID 7U69) crystalized complexes for 3 repeated MD runs each for 100 ns. c) RMSD plots of protein-heavy atoms in humanized drHDAC10 (PDB ID 7U69) crystalized complexes for 3 repeated MD runs each for 100 ns. d) RMSD plots of the Zn ion in humanized drHDAC10 (PDB ID 7U69) crystalized complexes for 3 repeated MD runs each for 100 ns.
[image: A screenshot of a graph

Description automatically generated]
Figure S6. a) RMSD plots of the crystalized ligands heavy atoms in humanized drHDAC10 (PDB ID 7U59) crystalized complexes for 3 repeated MD runs each for 100 ns. b) RMSF plots of the crystalized ligands heavy atoms in humanized drHDAC10 (PDB ID 7U59) crystalized complexes for 3 repeated MD runs each for 100 ns. c) RMSD plots of protein-heavy atoms in humanized drHDAC10 (PDB ID 7U59) crystalized complexes for 3 repeated MD runs each for 100 ns. d) RMSD plots of the Zn ion in humanized drHDAC10 (PDB ID 7U59) crystalized complexes for 3 repeated MD runs each for 100 ns.
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Figure S7. IC50 value for compound 2a and 2f against human HDAC 1.
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Figure S8. IC50 value for compounds 2a, 2b, 2c, 2d, 2f, 2g and tubastatin against human HDAC 6.
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Figure S9. IC50 value for compounds 2a, 2b, 2f and 2g against human HDAC 8.
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Figure S10. IC50 value for all synthesized compounds (2a-2g) in vitro against zebrafish HDAC10 (drHDAC10).







Figure S11: 1H NMR and 13C NMR of compound 2a in DMSO-d6.
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Figure S12: 1H NMR and 13C NMR of compound 2b in DMSO-d6.
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Figure S13: 1H NMR and 13C NMR of compound 2c in DMSO-d6
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Figure S14: 1H NMR and 13C NMR of compound 2d in DMSO-d6
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Figure S15: 1H NMR and 13C NMR of compound 2e in DMSO-d6
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Figure S16: 1H NMR and 13C NMR of compound 2f in DMSO-d6
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Figure S17: 1H NMR and 13C NMR of compound 2g in DMSO-d6
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Figure S18: 1H NMR and 13C NMR of compound 1a in CDCl3-d
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Figure S19: 1H NMR and 13C NMR of compound 1b in CDCl3-d[image: ]
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Figure S20: 1H NMR and 13C NMR of compound 1c in CDCl3-d
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Figure S21: 1H NMR and 13C NMR of compound 1d in CDCl3-d
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Figure S22: 1H NMR and 13C NMR of compound 1e in CDCl3-d
[image: ]
[image: ]
Figure S23: 1H NMR and 13C NMR of compound 1f in CDCl3-d
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Figure S24: 1H NMR and 13C NMR of compound 1g in CDCl3-d
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Figure S25: HRMS of compound 1a
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Figure S26: HRMS of compound 1b
[image: ]
Figure S27: HRMS of compound 1c
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Figure S28: HRMS of compound 1d
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Figure S29: HRMS of compound 1e
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Figure S30: HRMS of compound 1f
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Figure S31: HRMS of compound 1g
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Figure S32: HRMS of compound 2a
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Figure S33: HRMS of compound 2b
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Figure S34: HRMS of compound 2c
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Figure S35: HRMS of compound 2d
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Figure S36: HRMS of compound 2e
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Figure S37: HRMS of compound 2f
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Figure S38: HRMS of compound 2g
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