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*used to determine Ki
experimentally

---binding isothermal

ka [2] affinity is specificity

Usually K is not so different from the natural/physiological (L)

Why? If mutations lower 1p, itdoesn't changes much.

·can stop the "off"statewhich is important for signaling
·Ifmutations raise Rs, protien could fail to bind ligand



·drug development begins by identifying proteins thatare critical
to disease progression, and then focuses on design or discovery of
molecules thatinhibit the protein function

The molecules thatare first discovered to inhibit the target protein
are called "lead compounds". Then these are refined.

example:imatinib -> blocks Abl Kinase to treatchronic

mylogenous lukemia:Abl kinase catalyzes phosporylation of
specific tyrosine residues thatcontrol signal transmissions
between cells.

Bsuownitasa ATP, chemists could design
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*Protein switching

*Next class,back to chapter 24


