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PCI 29732 ;& — Mk B AAT IR Btk #0157, 1C50 24 0.5 nM.

BTK (Cell-free BLK (Cell-free  Bmx (Cell-free EGFR (Cell- YES (Cell-free
assay) assay) assay) free assay) assay)
0.5nM 0.5nM 0.8 nM 5.6 nM 6.5 nM

PCI-32765 blocks BCR signaling in human peripheral B cells at concentrations that does not
affect T cell receptor signaling. In DOHH2 cells, PCI-32765 inhibits autophosphorylation of Btk
(IC50, 11 nM), phosphorylation of Btk’s physiological substrate PLCy(IC50, 29 nM), and
phosphorylation of a further downstream kinase, ERK (IC50, 13 nM). PCI-32765 is more than
1,000-fold selective for inhibition of antigen receptor signaling in B cells over T cells, and that
only B-cell inhibition is sustained following short duration treatment.
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In mice with collagen-induced arthritis, orally administered PCI-32765 reduces the level of
circulating autoantibodies and completely suppresses disease. PCI-32765 also inhibits

%N autoantibody production and the development of kidney disease in the MRL-Fas(lpr) lupus
model. The mean terminal plasma half-life of PCI-32765 following oral dosing in mice is 1.7 to
3.1h.

Animal Models: Arthritic DBA/1 mice
Formulation: --
BYISEH Dosages: 3.125, 12.5, or 50 mg/kg per day

Administration: oral
(Only for Reference)
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MB4286 Acalabrutinib(ACP-196)
MB5288 AVL292
MB0385 Branebrutinib (BMS-986195)
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1TmM 2.6923 mL 13.4615 mL 26.9230 mL
5 mM 0.5385 mL 2.6923 mL 5.3846 mL
10 mM 0.2692 mL 1.3461 mL 2.6923 mL
50 mM 0.0538 mL 0.2692 mL 0.5385 mL
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