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Protein-protein interactions play a crucial role in various cellular processes.
These interactions are responsible for the formation of protein complexes, which
are essential for the proper functioning of cells. When protein-protein interactions
go awry, it can lead to various diseases and disorders. Therefore, understanding
and targeting these interactions by small molecules has gained significant

attention in the field of drug discovery.

Why Target Protein-Protein Interactions?
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Traditional drug discovery approaches have mainly focused on designing small
molecules that inhibit the activity of individual proteins. However, many diseases
involve dysregulation of protein-protein interactions, rather than the activity of a
single protein. Targeting protein-protein interactions offers a promising avenue for
developing novel therapeutics that can modulate these interactions and restore

normal cellular function.
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The Challenges of Targeting Protein-Protein Interactions

Targeting protein-protein interactions presents several challenges due to the
nature of these interactions. Protein surfaces involved in interactions are often
large, flat, and devoid of deep pockets, making it difficult for small molecules to
bind with high affinity and specificity. Additionally, protein-protein interfaces are
typically dynamic, with conformational flexibility, further complicating the design of
small molecules to disrupt these interactions. These challenges demand

innovative approaches to develop successful inhibitors.

Strategies for Targeting Protein-Protein Interactions
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Over the past decade, several strategies have emerged for targeting protein-
protein interactions. One approach involves designing small molecules that mimic
the structural features of one of the interacting proteins. These molecules can act
as competitors, blocking the interaction between the two proteins. Another
strategy focuses on disrupting critical protein-protein interface residues using
computational methods and structure-based design. This approach utilizes the
three-dimensional structure of the interacting proteins to identify potential binding

pockets and design tailored inhibitors.

Another promising strategy is fragment-based drug discovery. This approach
involves screening libraries of small molecule fragments for binding to the protein-
protein interface. Once identified, these fragments can be further optimized and
expanded to develop high-affinity inhibitors. Moreover, advances in high-
throughput screening techniques and computational modeling have significantly
contributed to the development of small molecule inhibitors that specifically target

protein-protein interactions.

Applications of Targeting Protein-Protein Interactions

The ability to target protein-protein interactions holds immense potential for the
development of therapeutics against various diseases. Examples include cancer,
where the dysregulation of protein-protein interactions contributes to uncontrolled
cell growth and metastasis. By designing small molecules that selectively disrupt
specific interactions involved in cancer pathways, it may be possible to inhibit

tumor growth and improve patient outcomes.

Targeting protein-protein interactions is also crucial in the treatment of infectious
diseases. Many pathogens exploit protein-protein interactions with host proteins
to establish infection and evade host immune responses. Developing small

molecule inhibitors that disrupt these interactions can hinder pathogen survival



and replication, leading to the development of effective antiviral and antibacterial

drugs.

The Future of Targeting Protein-Protein Interactions

As our knowledge of protein-protein interactions continues to expand, so does the
potential for developing small molecule therapeutics that specifically target these
interactions. Advances in computational methods, structural biology, and
chemical synthesis techniques are accelerating the discovery and optimization of
inhibitors against challenging protein-protein interfaces. The increasing
availability of high-quality protein-protein interaction databases and computational

tools further supports the design of tailored small molecules.

, targeting protein-protein interactions by small molecules has emerged as a
promising strategy for drug discovery. It offers the potential to develop highly
specific and effective therapeutics against diseases where dysregulated protein-
protein interactions are involved. Although challenges remain, ongoing research
and technological advancements are paving the way for the development of novel
drugs that modulate protein-protein interactions and provide new treatment

options for various diseases.
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This book comprehensively reviews the state-of-the-art strategies developed for

protein-protein interaction (PPI) inhibitors, and highlights the success stories in

new drug discovery and development. Consisting of two parts with twelve

chapters, it demonstrates the design strategies and case studies of small

molecule PPl inhibitors. The first part discusses various discovery strategies for

small molecule PPI inhibitors, such as high throughput screening, hot spot-based

design, computational approaches, and fragment-based design. The second part

presents recent advances in small molecule inhibitors, focusing on clinical

candidates and new PPI targets. This book has broad appeal and is of significant

interest to the pharmaceutical science and medicinal chemistry communities.
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Take Control Of Your Network Marketing Career

Are you tired of working long hours to build someone else's dream? Do
you dream of escaping the monotonous 9-t0-5 job and achieving financial
freedom? ...

The Enigmatic Talent of Rype Jen Selk: A
Musical Journey Like No Other

When it comes to musical prodigies, there are few that can match the
enigmatic talent of Rype Jen Selk. With a musical journey that spans
across genres and ignites a...
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Unveiling the Rich History and Poetry of Shiraz
wecme iN Iranian Studies 10

When it comes to the cultural heritage of Iran, few cities can rival the
richness and significance of Shiraz. Known as the City of Love and
Poetry, Shiraz has...
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: In today's fast-paced world, impatience has become an ever-present
aspect of our lives. We are constantly seeking instant gratification,
wanting things to happen quickly...

Sewing For Sissy Maids - Unleashing Your
Creative Side

Are you ready to dive into the enchanting world of sewing for sissy

= maids? Whether you want to create your own beautiful sissy maid outfits
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GST Compensation to States: Ensuring Fiscal
Stability during the Pandemic

In the wake of the COVID-19 pandemic, governments around the world
have been grappling with the economic fallout, trying to find ways to
stabilize their economies and...
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Learn How to Play Blackjack: A Comprehensive
Guide for Beginners

Blackjack, also known as twenty-one, is one of the most popular card
games in both brick-and-mortar and online casinos. This thrilling game of
skill and luck has been...

Complete Guide Through Belgium And Holland
Or Kingdoms Of The United

Welcome, travel enthusiasts, to a complete guide through Belgium and
Holland - the enchanting Kingdoms of the United! This picturesque region
offers a delightful...
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