1IS01-1 Raising the Gold Standard: Novel Bioisosteric Hinge-Binding Motifs for Tofacitinib-
Derived JAK3 Inhibitors
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Janus kinases (JAKSs) are cytosolic tyrosine kinases consisting of four members JAK1-3 and TYK2.
While the other JAK family members are ubiquitously expressed, JAKS3 is exclusively found in
hematopoietic cells, providing a rationale for therapeutic inhibition to suppress inflammation. The
Selectivity  Tofacitinib/JAK3 current gold standard, pan-JAK inhibitor Tofacitinib, was recently
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Within this series, inhibitors derived from a 3-methyl-1,6-
dihydrodo-pyrrolo[2,3-b:2',3'-d]-pyridine scaffold proved to be extremely potent against JAKS.
Subnanomolar ICso's, >10-fold selectivity within the JAK family and good cellular activity were
achieved.[2]
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