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Brutonʼs tyrosine kinase (BTK), a member of the TEC family of tyrosine kinases, is expressed in 
many cells of hematopoietic origin, including B cells, monocytes, macrophages, neutrophils, mast 
cells, eosinophils, and platelets but not T cells or plasma cells, and participates in both adaptive 
and innate immune responses[1]. BTK is an essential protein for signaling of the B cell 
receptor. As such, it plays an important role in B cell differentiation and proliferation. This has 
made BTK a highly attractive drug target for B-cell malignancies, such as chronic lymphocytic 
leukemia (CLL) and mantle cell lymphoma (MCL), as well as autoimmune diseases, including 
rheumatoid arthritis (RA), multiple sclerosis (MS), asthma, and lupus. To date, five covalent 
BTK inhibitors and one non-covalent BTK inhibitor have been approved and more than 50 BTK 
inhibitors have entered into clinical trials. Over the past several years, PROTAC technology was 
more and more used in the design of BTK inhibitors to solve the problem of drug resistance[2-10].  

A series of building blocks will be used as molecular fragments 
in the design of BTK inhibitors.  
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