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Figure S1.  Pairwise distributions of physicochemical measures for inhibitors.  Blue and 

red symbols correspond to selective (coverage ≤ 4) and promiscuous (coverage ≥ 9) inhibitors, 

respectively; cyan ones correspond to inhibitors of intermediate binding promiscuity. 

Figure S2.  Distributions of physicochemical measures for designed inhibitors across 

coverage bins.  Compared to Figure 4, an entropic component was introduced here into the 

binding energy calculation with an approximation of 0.4 kcal/mol per rotatable bond for 

designed inhibitors. 

Figure S3.  Comparison of physicochemical properties of selective and promiscuous 

inhibitor sets.  Compared to Figure 5, entropic loss of inhibitors was introduced as 0.4 kcal/mol 

per rotatable bond. 

Figure S4.  Distributions of normalized flexibility score for designed inhibitors across 

coverage bins when increasing parameters for entropic loss of inhibitors were used: (A) 0.4 (as in 

Figure S2A) ; (B) 1.0; (C) 1.5; and (D) 2.0 kcal/mol per rotatable bond.  

  



3 
 

Figure S1.  Pairwise distributions of physicochemical measures for inhibitors.  Blue and red 
symbols correspond to selective (coverage ≤ 4) and promiscuous (coverage ≥ 9) inhibitors, 
respectively; cyan ones correspond to inhibitors of intermediate binding promiscuity. 
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Figure S2.  Distributions of physicochemical measures for designed inhibitors across coverage 
bins.  Compared to Figure 2, an entropic component was introduced here into the binding energy 
calculation with an approximation of 0.4 kcal/mol per rotatable bond for designed inhibitors. 
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Figure S3.   Comparison of physicochemical properties of selective and promiscuous inhibitor 
sets.  Compared to Figure 3, entropic loss of inhibitors was introduced. 
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Figure S4.  Distributions of normalized flexibility score for designed inhibitors across coverage 
bins when increasing parameters for entropic loss of inhibitors were used: (A) 0.4 (as in Figure 
S2A) ; (B) 1.0; (C) 1.5; and (D) 2.0 kcal/mol per rotatable bond.  

 


