FIGURE 1:

Sample low-energy 3D conformers for all ligand candidates using Omega
Remove bound water molecules from the apo-thrombin active site

Calculate a SLIDE screening template for the active site, representing ideal
H-bonding and hydrophobic interaction positions for ligand atoms

4. Define H- bonding template points deep in the S1 pocket as key points

\

DOCKING

~_ "

1. Screen all ligand conformers against the protein template using SLIDE,
retaining all sterically feasible binding modes that match a key point

2. Use DrugScore to select the best binding mode for each ligand candidate

\

" RANKING

~_ T~

1. Rank all dockings to identity the top 100 according to: (a) AffiScore/N, (b)
AffiScore, (c) DrugScore, (d) EON using 1a5g ligand as reference, (e) EON
using 1ppb ligand as reference, (f) EON using 1tbz ligand as reference, (g)
GOLD score, and (h) GOLD score — S(int)

2. Filter top-100 compounds from AffiScore/N and EON/1ppb by molecular
graphics to identify those with amine/amide deep in S1 pocket and
moderate hydrophobicity elsewhere

\

Procure from NCI all compounds meeting above criteria for testing
2. Assay compounds for inhibition of thrombin

. For compounds that inhibit, test whether they are promiscuous/
aggregating inhibitors
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FIGURE 3:
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—e— DMSO Control

—a— DMSO Control

—— DMSO Control + Triton

—o— DMSOQ Control + Triton

—— Compound 1

—«— Compound 1 + Triton
Compound 1 + Triton

200
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