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Raw ipTM scores demonstrated a strong and significant correlation with the square root of the 

summed size of interacting proteins. This relationship allows us to calculate an “expected_ipTM” 

for each protein pair. There are two straightforward ways to correct ipTM scores: 

  

1. (actual_ipTM - expected_ipTM)  

2. (actual_ipTM / expected_ipTM)  

 

In the manuscript, we use the subtraction-based approach “size-corrected ipTM” (1), because 

its similarity to raw ipTM makes existing intuitions broadly applicable. However, the division-

based approach “ipTM-ratio” (2) actually performs better than size-corrected ipTM in predicting 

known interactions (Appendix Figure S1, Dataset EV4).  

 

 
Appendix Figure S1. AUROC values for different methods of correcting size bias. Data is 

in Dataset EV4.  

 

The success of a division-based size correction in predicting known interactions suggests that 

interactions involving small proteins (<200aa) are significantly undervalued by both raw ipTM 

and the subtraction-based size-corrected ipTM used in this manuscript. For these proteins, 

ipTMs within the “borderline” range of 0.05-0.2 using the subtraction-based correction may 

represent strong interactions, warranting close attention. ipTM-ratio values are included in 

Dataset EV4. 


