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1. Interpretation of models
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Figure S1. The SHAP values calculated for the filtered descriptors. Green: the bit has a positive impact
(increasing the propensity to be inducers) on the target property; red: the bit has a negative impact on the target

property.

2. Analysis on pocket residues



The distribution of pocket residues between inducer and non-inducer groups was investigated

into four categories of amino acids (nonpolar aliphatic, polar charged, polar uncharged, and aromatic)

as shown in Figure S2. For inducers, the number of hydrophobic amino acids in holo pockets was

always larger than that in apo pockets, which was inconsistent with the result of Cimermancic et al[1].

This observation explains why inducers tended to have strong hydrophobicity and aromaticity.

Nonpolar aliphatic

Polar charged

014 oY Inducers' pocket 025 A 1 Inducers' pocket
< JA < A .
L .92 f 4 Nen-inducers' pocket |e Non-inducers' pocket
g / . 2020
Il 010 / \\ I
\ <05
S 0.08 / P 5 0
= / T ey \ =
E 0.06 e \ \ @
= Iy N \\ £010
>.0.04 / N =
= i \ =
£ 002 goos
z y N Z
-
0.00 — — 0.00 - —
0 5 10 15 20 -2 10 12 14
No. of residues No. of residues
Polar uncharged Aromatic
0.25 < 0.40
mo /\\ [ Inducers' pocket ‘r?o - 1 Inducers' pocket
< f -, < .. N
<t / N Non-inducers' pocket | 1 Non-inducers' packet
< 0.20 J/ Y i <030
@ y, y A A @ Y-
1l / /\\Jf YO Y [
T .15 /\/ \ | -l
2 1 A | 2020
J i &
i / | 2
=010 oy b L S ois
s Iy Y £
= / =
QD . f / \\ 2010
005 14 : £z
b /, y . B o005 S
0.00 Ll — 0.00 =
-2 0 2 8 10 12 -2 2 5 8 10

4 6
No. of residues

4
No. of residues

Figure S2. The distribution of pocket residues compared between holo and apo pockets for both groups of

ligands (based on the optimal threshold = 60 A3).
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