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TABLE S1. Difference in interaction energies (kcal mol~!) for alchemical substitutions in nine protein-
ligand complexes. The PDB entry of the crystallographic structures from which each dimer pair was derived
is given. The interaction energies are decomposed into the four SAPT components.

Electrostatics AAE Exchange AAE Induction AAE Dispersion AAE
PDB Entry SAPTO AP-Net SAPTO AP-Net SAPTO AP-Net SAPTO AP-Net

2CIJI -2.32 243 +2.38 +2.77 -034 -026 -1.78 -1.75
207N +1.36  +0.80 +4.66 +540 +0.54 +0.44 -239 -237
2PR3 -0.63  -0.85 +0.43 +0.63 -001 -0.13 -0.82 -1.06
2UZT -0.14  +0.05 +1.04 +133 -040 -025 -033 -0.21
2W26 -2.37  -3.37 +2.47 +491 -009 -0.68 -2.01 -1.86

2Y5(G/H) -3.69 -4.35 +1.24 +1.65 -006 +0.09 -096 -1.04
3ENS -5.89  -4.39 +8.12 +843 -190 -1.73 -529 -5.26
4YFF +0.86 +0.48 -0.14  -0.16  +0.11 +0.04 +0.03 +0.02
4YHT -2.32 -3.01 +0.84 +090 +0.07 +0.01 -0.82 -0.87

===+ AP-Net-CC(100, Pre-Trained)
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14 — = AP-Net
9 —— CCSD(T)/CBS
, . — = AP-Net-CC(100, Baseline)

Interaction Energy (kcal mol™~—-1

T T
1.6 1.8 2.0 2.2 2.4 2.6 2.8
H-Bond Distance (A)

3.0

FIG. S1. A one-dimensional slice of the two-dimensional NMA dimer interaction energy scan. In this

figure, the hydrogen bond angle is fixed at 0° and the hydrogen bond distance is varied.



