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The most detailed probes of drug 
receptor architecture are nuclear 
magnetic resonance and x-ray 
crystallography.  However, it is often 
necessary to "snip" away all but the 
presumed core "domain", to make it 
amenable to NMR or x-ray analysis.  
One then needs to compare the 
domain and intact enzyme, to see if the 
domain does in fact retain the same 
critical structure (e.g., catalytic site and 
regulatory site) as the intact protein. 
The Figure shows that the degree of 
exposure to solvent is essentially the 
same for dozens of segments of a drug 
receptor, with or without the 60 amino 
acid segment known as the "kinetic 
insertion domain" (KID), thereby 
confirming that the domain does 
accurately represent the receptor 
structure.
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The enzyme at left is the primary drug target for treatment of 
abdominal cancer.  After some months, the molecule typically 
mutates, and drugs are no longer as effective.  By observing 
changes in the surface exposure of various parts of the 
molecule on binding of drugs, we can establish the effect of 
the mutation, as a guide to future design of drugs to 
overcome it.
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