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Standard Homology Modeling Protocol

Step 1
Select template(s) with highest sequence identity

Step2
Align template sequences with target sequence

Step 3
Build model backbone coordinates based on matching to templates

Build loops, turns and close gaps
Refine side chain rotamers

Step 4
Refine model

Validate model(s) for acceptable protein geometries & stereochemistry
Validate model(s) for consistency with known inhibitor data 
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Revised Homology Modeling Protocol for Kinome

Step 1 
Select template(s) with: 

sequence identity >30% and/or common chemotype bound and/or 
common inactive conformation

Step2
Align template sequences with target sequence

Validate alignment with conserved set of kinase residues, 
known secondary structure, mutagenesis and/or ortholog data

Step 3
Build model backbone coordinates based on matching to template

Build loops, turns and close gaps using other kinase conformer templates
Refine side chain rotamers closest to nucleotide binding site

Step 4
Refine model 

Validate model(s) for acceptable protein geometries & stereochemistry
Validate model(s) for consistency with known inhibitor data 
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