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1. Table S1 Statistics for data processing and model refinement of NSD2 with 

an imidazol-5-yl benzonitrile compound 

 

PDB code  7VLN 

Synchrotron 

Beam line 

Wavelength (Å) 

Space group 

a, b, c (Å)  

α, β, γ (º) 

Total reflections 

Unique reflections 

Resolution (Å) 

R-merge (%) 

Mean I / σ (I) 

Completeness (%) 

Redundancy 

Resolution (Å) 

Rwork/Rfree(%) 

Atoms 

Mean temperature factor (Å
2
)
 

Bond lengths (Å)     

Bond angles (º) 

Ramachandran plot (%) 

Preferred 

Allowed 

outliers 

SSRF  

BL17U1 

0.97919 

P3121 

70.12, 70.12, 230.67 

90.00, 90.00, 120.00 

245676 

12759 

3.09(3.17-3.09) 

13.4(185.1) 

18.9/2.6 

99.8(99.9) 

19.3(19.2) 

30.36-3.09 

28.75/34.92 

3804 

93.04 

0.009 

1.24 

 

96.69 

3.31 

0 

        Values in parentheses are for the highest-resolution shell. The detailed validation file is 

also provided as supporting information. 
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2. Table S2. Pharmacokinetic parameters for compound 38 in ICR (CD-1) Mice. 

Parameter Compound 38 

dose (mg/kg, PO) 20 

t1/2 (h) 3.65 

Tmax (h) 1.50 

Cmax (ng/mL) 94.9 

AUClast (h·ng/mL) 180 

AUCINF_obs (h·ng/mL) 178 

Mice (n = 3). Parameters were calculated from composite mean plasma 

concentration−time data. 

 

3. Figure S1 

 

Figure S1. (A) The thermal shift assay displayed that 13 showed more potency 

binding to NSD2-PWWP1 protein than compound 12. (B) The compounds showed no 

effect on the melting temperature of NSD3-PWWP1 protein in a thermal shift assay. 

Both compounds exhibited remarkable selectivity against NSD2-PWWP1 protein 

NSD3-PWWP1. 

 

4. Figure S2 



S5 

 

 

Figure S2. Two peptide concentrations were used to check the sensitive range of the 

concentration of NSD2-PWWP1 protein in assay development. 

5. Copies of NMR data for selected compounds 

Compound 5 
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Compound 6 
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Compound 7 
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Compound 8 
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Compound 9 
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Compound 11 
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Compound 12 
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Compound 13 
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Compound 14 
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Compound 15 
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Compound 16 
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Compound 17 
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Compound 19 
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Compound 21 
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Compound 22 
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Compound 24 
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Compound 25 
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Compound 26 
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Compound 27 
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Compound 29 

 

 

 

 

 



S26 

 

Compound 30 
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Compound 31 
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Compound 32 
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Compound 33 
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Compound 34 
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Compound 35 
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Compound 36 
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Compound 37 
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Compound 38 
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Compound 39 
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Compound 40 
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Compound 41 
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6. HPLC traces for selected compounds 

Compound 5 
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Compound 9 

 

Compound 11 

 

Compound 12 

 

Compound 13 
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Compound 14 
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Compound 19 
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Compound 25 
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Compound 29 
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Compound 33 
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Compound 37 
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