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Figure S-1: Mapping all 127 hits onto protein interaction networks. STRING 

database
1
 was used to generate protein functional association and physical interaction 

networks for all 127 proteins passing our two hard filters.  
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Figure S-2: Identified novel SMYD2 substrates can be nuclear or cytoplasmic. 

Cellular localization of confirmed SMYD2 substrate GFP fusions (green). DAPI images 

(blue) below indicate nuclei. The scale bar represents 15µm. 
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Figure S-3: A more permissive SMYD2 selectivity profile produces novel substrate 

candidates. A. Enriched SMYD2 specificity profile used in this work. B. Substrate 

candidates with major mismatches (bold) from the enriched SMYD2 specificity profile 

but that directly interact experimentally with SMYD2
2
 are shown.  
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Table S-1: Summary of filters implemented and associated data source. Hard filters 

must be met. Soft filters are selection criteria used as weighting factors. 
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Table S-2: 160 sites selected from the methylome matching our permissive SMYD2 

signature motif.  A single methylation site may be present more that once. For example, 

TP53-K370 is present three times because it is reported to be mono- di- and tri- 

methylated in the methylome.  
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