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Supplementary File 2

Buried surface versus atomic contacts

Olsson and co-workers [1] studied the binding between small
molecules and proteins from the Scorpio database of Isothermal
Titration Calorimetry (ITC) data in terms of polar and apolar
proportion of buried surface area upon binding. Similarly, we have
based comparisons between different sets of molecules on the
extent of polar and apolar atomic contacts that they make. This
discrete count of atomic interactions resembles the measurement of
buried surface area used in other studies, providing a coarse
description of interface. Supplementary Figure SF2.F1 shows the
correlation of the buried surface area and the number of contacts
for all the small molecules used in the analysis. Supplementary
Table SF2.T1 shows correlation data for each subset and contact
type. In all cases there was significant linear correlation between

the surface area buried upon binding and the atomic contacts the
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small molecule made with the protein. For all cases, r value was 0.8

which shows a medium-strong correlation between the data [2].
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Supplementary Figure SF2.F1. Scatter plot of buried surface area
upon binding and the number of atomic contacts (polar and apolar)
the small molecules made. Points are from all small molecule sets:
synthetic small molecules, approved drugs, oral drugs, protein-
protein interaction inhibitors, natural molecules and small peptides.
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Subset
Synthetic
small

molecules

Approved
drugs

Oral drugs

Protein-
protein
interaction

inhibitors
Natural

molecules

Small

peptides

Contact type

all
polar
apolar
all
polar
apolar
all
polar
apolar
all
polar

apolar

all
polar
apolar
all
polar
apolar

all

All (SupFig 6) polar

apolar

r value

0.82
0.85
0.82
0.79
0.83
0.76
0.89
0.85
0.90
0.84
0.89
0.81

0.85
0.91
0.81
0.79
0.84
0.73
0.82
0.90
0.82

FILE S2

P value

0.00

0.00

0.00

3.86E-45
4.36E-53
4.11E-39
1.04E-67
1.37E-56
1.54E-73
2.03E-08
1.52E-10
1.34E-07

0.00
0.00
0.00
0.00
0.00
8.77E-93
0.00
0.00
0.00

Supplementary Table SF2.T1. r and P values from linear correlation
calculations between buried surface upon binding and number of
atomic contacts small molecules make with proteins. P value has
been rounded to zero when P < 1E-100.
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