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4Université de Strasbourg, CNRS, INSERM, Institut de Génétique et de Biologie Moléculaire et 
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S1: Molecular modelling results 

 

Figure S1: Obtained docking pose of benzhydroxamic acid derivatives carrying a methylene 

spacer. Predicted binding mode of 4b in the catalytic pocket of drHDAC10 (PDB ID: 5TD7. The 

Zn ion is shown as cyan sphere and water molecules as red spheres. Yellow dashed lines depict 

hydrogen bond and salt-bridge interactions, cyan dashed lines metal chelation, green dashed 

lines cation-π interactions and blue-dashed lines π-π interactions. 
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A)                                                    B) 

Figure S2: Superimposition of docking solutions of 10c and 13b with the cocrystal structure 

of drHDAC10 in complex with N8-acetylspermidine analogue (PDB ID 5TD7). a) Predicted 

binding mode of 13b (state blue sticks) overlapped with the experimentally determined 

binding mode of N8-acetylspermidine analogue (yellow sticks) taken from the respective 

crystal structure (PDB ID 5TD7), c) Predicted binding mode of 10c (pink sticks) overlapped with 

the experimentally determined binding mode of N8-acetylspermidine analogue (yellow sticks) 

taken from the respective crystal structure (PDB ID 5TD7). Binding site residues are shown as 

white sticks and the catalytic zinc ion as cyan sphere.  
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A)     B) 

Figure S3:  a) Predicted binding mode of 13b (state blue sticks) and 10c (pink sticks) in 

humanized drHDAC10 (PDB ID 6VNQ). b) Predicted binding mode of 13b (state blue sticks) 

overlapped with the experimentally determined binding mode of N8-acetylspermidine 

analogue (green sticks) taken from the respective crystal structure (PDB ID 5TD7), b) 

Predicted binding mode of 10c (pink sticks) overlapped with the experimentally determined 

binding mode of N8-acetylspermidine analogue inhibitor (green sticks) taken from the 

respective crystal structure (PDB ID 5TD7). Binding site residues are shown as white sticks 

and the catalytic zinc ion as cyan sphere. 
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Figure S4:  a) Predicted binding mode of 4c in drHDAC10 (PDB ID 5TD7) (state blue sticks) 

overlapped with the experimentally determined binding mode of 4c (oil green sticks) in 

humanized drHDAC10. b) Predicted binding mode of 6b in drHDAC10 (PDB ID 5TD7) (yellow 

sticks) overlapped with the experimentally determined binding mode of 6b (magenta sticks) 

in humanized drHDAC10. c) Predicted binding mode of 10a in drHDAC10 (PDB ID 5TD7) 

(golden sticks) overlapped with the experimentally determined binding mode of 10a (pale 

green sticks) in humanized drHDAC10.  d) Predicted binding mode of 10b in drHDAC10 (PDB 

ID 5TD7) (magenta sticks) overlapped with the experimentally determined binding mode of 

A B 

C D 
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10b (wheat sticks) in humanized drHDAC10. Binding site residues of in drHDAC10 (PDB ID 

5TD7) are shown as white sticks, binding site residues of new crystals with the same colour 

of their own ligands respectively, water residues in the new crystals as red sphere and the 

catalytic zinc ion as cyan sphere. 

 

Figure S5 a) Predicted binding mode of 4c in humanized drHDAC10 (PDB ID 6VNQ) (state 

blue sticks) overlapped with the experimentally determined binding mode of 4c (oil green 

sticks) in humanized drHDAC10. b) Predicted binding mode of 6b in humanized drHDAC10 

(PDB ID 6VNQ) (pink sticks) overlapped with the experimentally determined binding mode of 

6b (magenta sticks) in humanized drHDAC10. c) Predicted binding mode of 10a in humanized 

A 
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drHDAC10 (PDB ID 6VNQ) (golden sticks) overlapped with the experimentally determined 

binding mode of 10a (pale green sticks) in humanized drHDAC10.  d) Predicted binding mode 

of 10b in humanized drHDAC10 (PDB ID 6VNQ) (magenta sticks) overlapped with the 

experimentally determined binding mode of 10b (wheat sticks) in humanized drHDAC10. 

Binding site residues of in drHDAC10 (PDB ID 5TD7) are shown as white sticks, binding site 

residues of new crystals with the same colour of their own ligands respectively, water 

residues in the new crystals as red sphere, water residues in the humanized drHDAC10 (PDB 

ID 6VNQ) as pale green sphere and the catalytic zinc ion as cyan sphere.  
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S2. LysoTracker results 

 

 

Figure S6: Expansion of the lysosomal compartment as a measure of HDAC10 inhibition, shown by 

increased fluorescence from the LysoTracker DND-99 probe. tubA: tubastatin A. 

 

  



11 

 

S3. NMR, HPLC and HRMS characterization data 

4a 
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