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PCI-45292, a Novel Btk Inhibitor with Optimized Pharmaceutical Properties,
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Figure 6. Dose-dependent Btk active-site occupancy in Figure 8. Postulated mechanism of action of
splenocytes from mice administered with PCI-45292 PCI-45292 in collagen- induced arthritis model

Figure 1. PCI-45292 is a selective and covalent inhibitor
of Bruton’s Tyrosine Kinase (Btk)

Figure 4. PCI-45292 dose-dependently ameliorates clinical arthritis in

Purpose: treatment CIA models

Btk is an essential element of BCR signaling in B cells and FcyR signaling in
monocytes/macrophages, and is considered an ideal molecular target for the
treatment of autoimmune diseases such as rheumatoid arthritis. PCI-45292, was
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* p< 0.05, ** p< 0.01, *** p< 0.001, 1-way ANOVA with Bonferroni post-tests.

* Optimized compound PCI-45292 was shown to have improved activities in the
mouse CIA, CAIA and Arthus models.



