
Unlocking the Power of Small Molecules:
Targeting Protein-Protein Interactions for
Therapeutic Breakthroughs

Protein-protein interactions (PPIs) play a critical role in virtually every
biological process, from cell signaling and metabolism to immune
responses and disease progression. Dysregulated PPIs are implicated in a
wide range of human diseases, including cancer, neurodegenerative
disFree Downloads, and autoimmune conditions. Consequently, targeting
PPIs with small molecules has emerged as a promising therapeutic
strategy.

Challenges in Targeting PPIs with Small Molecules
Developing small molecule PPI inhibitors is a challenging endeavor due to
the complex and dynamic nature of PPIs. PPIs often involve large and flat
interfaces with shallow binding pockets, making it difficult to design small
molecules that can effectively disrupt the interaction. Additionally, many
PPIs occur in a cellular context, where they are influenced by a host of
other proteins and cofactors.

Targeting Protein-Protein Interactions by Small
Molecules by David Brennan

4.3 out of 5
Language : English
File size : 13358 KB
Text-to-Speech : Enabled
Screen Reader : Supported
Enhanced typesetting : Enabled
Print length : 535 pages

https://annotation.impergar.com/read-book.html?ebook-file=eyJjdCI6IjdVb1duUmFsR2RXOFozbEFkRWZcL2FmM1VTNGwrcTM4NVwvbnJNVlpsc3hyK0VGTktNWGk4TWRqUWUxbHkxWU9kdndTWnRaYmpNQWpEV2xMUmNUOHJyaDhlT3NIejUwODU2YVB4OVd4cnpWYjlYMnh2d0ROdVp5NHhuQzBWa1BLa1FSaEtNTTVxdTVQQkpCUFowenV2UXArZFwvNk1TSkRtM0xlYVd5UXNuYmJ6OGdSTytFbGRsWnFyelwvaWh6Vjh5NEoiLCJpdiI6IjE0MTdjZWYxZmQ1N2M3NjkzZjZkMTA5ZjhiOTI4OTVmIiwicyI6IjI0MzIwZjgxODA2YzE2MDgifQ%3D%3D
https://annotation.impergar.com/read-book.html?ebook-file=eyJjdCI6ImtKcVZqY1g5dDBWMWppdGNOY21xRmFmTWZURVpSb0dSdE9FZkVsMEkyVXp6Ris3K05SM204VTd2MVV2aDlnbzBkXC94b1l3UUtWMkxmWkRKOFRsRjBTWFhpMlhQbEtcL3JxSDIyTUUzd05WQ3Nod05CSUlcL3pwR2UyUkxKTlFUM0FGbWcwaEpGNFVEXC9ZYmhQOHJmdVg3SnlaRk81UFwvcFlDWjJsb05WR1lGa1wvdmN4emtUamRsZUpiUnAxWUFtU205SSIsIml2IjoiYzgyYTNkNDZhMDUwYzM5ODY3YjNjZGE2ODRlY2YwNDQiLCJzIjoiZWQ2MzQwYWZkZGQ4ZmQwOSJ9


Strategies for Targeting PPIs with Small Molecules
Despite the challenges, several strategies have been developed to target
PPIs with small molecules. These strategies include:

Fragment-based drug design: This approach involves screening
small molecule fragments against the PPI interface and then growing
them into larger, more potent inhibitors.

Virtual screening: Computational methods are used to identify small
molecules that have the potential to bind to the PPI interface.

Peptidomimetics: Small molecules that mimic the structure of
peptides can be designed to disrupt PPIs.

Allosteric inhibitors: These small molecules bind to sites on the
protein that are distant from the PPI interface and disrupt the
interaction indirectly.

Success Stories
Several small molecule PPI inhibitors have been successfully developed
and approved for clinical use. These include:

Imatinib (Gleevec): A tyrosine kinase inhibitor used to treat chronic
myeloid leukemia.

Erlotinib (Tarceva): An epidermal growth factor receptor inhibitor used
to treat non-small cell lung cancer.
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Crizotinib (Xalkori): An anaplastic lymphoma kinase inhibitor used to
treat non-small cell lung cancer.

Future Directions
The field of small molecule PPI inhibition is rapidly evolving. New
technologies and approaches are being developed to overcome the
challenges associated with targeting PPIs. These include:

Proteolysis-targeting chimeras (PROTACs): These small molecules
recruit E3 ubiquitin ligases to PPIs, leading to the degradation of one
of the proteins involved in the interaction.

Molecular glues: These small molecules bind to both proteins
involved in a PPI and stabilize the interaction, preventing its disruption.

Multivalent inhibitors: These small molecules bind to multiple sites
on a protein, increasing their affinity and specificity for the target.

Targeting PPIs with small molecules is a promising therapeutic strategy for
a wide range of human diseases. Despite the challenges, several
successful PPI inhibitors have been developed and approved for clinical
use. As the field continues to evolve, new technologies and approaches are
being developed that hold the potential to further expand the therapeutic
applications of small molecule PPI inhibitors.
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