Supplementary Materials

Figure S1. Clustering of pitstop 1docked poses (stick representation) into clathrin TD
(3XVG). The major cluster (green) is shown at the clathrin-box binding pocket.
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Figure S2. Superimposition of the CTD backbone (ribbon representation) for crystal
structures LUTC (orange), 3GC3 (green) and 2XZG (blue) showing identical orientation
for major enzyme loops.
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Table S1. Experimental and LIE binding free energy (kcal/mol) for Pitstops at the clathrin TD.

Compound No. ? ICs 2 AGey, (kcal/mol) AGpreq (kcal/mol)
18 18 -5.60 —-5.51
24 10 —6.42 —6.53
25 6.9 —6.94 =7.15
26 22 -5.32 -5.21
27 16 =5.77 —-5.54
28 15 —5.86 -6.1
32 12 -6.17 —-6.32
33 10 —6.42 —6.45
34 15 -5.86 —5.47

# Compound numbers and activity data are according to reference s1.
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