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Abstract: Local focal adhesion kinase (FAK) is a non-receptor intracellular tyrosine kinase that plays an
important role in tumor initiation, development, metastasis and invasion, and is considered to be an important target
for the development of antineoplastic drugs. It has both kinase-dependent and non-kinase-dependent scaffolding
functions. However, traditional small molecular inhibitors can only inhibit its kinase-dependent activity, so it is
difficult to target the kinase-independent scaffolding function. Therefore, there is an urgent need for novel strategies
to enhance FAK targeting to lay the foundation for determining the druggability and discovery of FAK inhibitors.
Proteolysis targeting chimera (PROTAC) is a new drug development strategy that can recruit E3 ligase to
specifically ubiquitinylate target proteins for degradation through the proteasome system. The unique mechanism
of action of the PROTAC system could be used to target and degrade the FAK protein, thus eliminating the
scaffolding function of FAK. In this review, FAK protein, the signaling pathway, and small molecule inhibitors are
briefly described, and the latest research progress in targeting the degradation of FAK using PROTAC technology
is summarized.
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Figure 2 Schema of the structure of FAK and FAK - related signaling pathways
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Table 1 FAK inhibitors that have been reported in clinical trials
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