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Table S1. Relative free energies (in kcal/mol) calculated at the QM/MM(B1:AMBER), 
QM/MM(B2:AMBER) and QM/MM-FEP(B2:AMBER) levels including zero-point 
and thermal corrections for the QM subsystem. 

 

QM/MM 
(B1:AMBER)+ZPE 

QM/MM 
(B2:AMBER)+ZPE 

QM/MM-FEP 

 (B2:AMBER) + 
ZPE 

CYP2A6-SRt complex 
4RC 0.0 0.0 0.0 
4TSH 18.8 17.9 18.0 
4IM 1.6 -2.4 -1.8 

4TSreb 1.9 -2.9 -2.3 
4PC -42.7 -45.7 -45.3 
2RC 0.0 0.0 0.0 
2TSH 16.8 16.2 15.5 
2IM 3.4 1.3 0.7 

2TSreb 3.4 1.1 -0.2 
2PC -37.0 -41.5 -41.6 

CYP2A6-SRc complex 
4RC 0.0 0.0 0.0 
4TSH 21.2 20.9 19.4 
4PC -45.2 -49.1 -46.0 
2RC 0.0 0.0 0.0 
2TSH 19.6 19.5 18.0 
2PC -38.4 -43.3 -42.6 

 

 

Table S2. Imaginary vibrational frequencies calculated for the transition states 

CYP2A6-SRt complex CYP2A6-SRc complex 
4TSH i1638 4TSreb i85 4TSH i1738 
2TSH i1199 2TSreb i79 2TSH i1091 
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