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Traditional strategies Act on the PPl interface $  New strategy: Small molecule disrupts PPl by “Fulcrum

@ Occupancy-Leverage Perturbation ” approach
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Trigger conformation change R Leverage extending toward allosteric pocket

Orthosteric inhibitor D> Alosteric nhibitor : B Naromolar PP inhibitor

Classification Main difficulty in modulating PPIs Potency of lead compounds C::;;:;she Success ratio

“Fulcrum Occupancy-

Leverage Perturbation” Requiring potent binder near the allosteric High Rapid a“?’ cost- High
S pocket effective
inhibitors
Orthosteric inhibitors Large, flat PP interfaces Low before Medicinal Time-consuming Low
Chemistry optimization and costly
Allosteric inhibitors Discovery of allosteric pockets Low Time-consuming Low
and costlly
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https://onlinelibrary.wiley.com/doi/10.1002/ange.202513542
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