ITK Inhibitor Induces Dose-Dependent Thl Skewing in Normal T Cells and is Active in Refractory T Cell Lymphomas
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Mice with established EL4 tumors (CD4+) were treated with CPI-818 10, 30 mg/kg or vehicle daily for 7 days FACS-sorted CD4+ T cells from healthy controls (n=3; top panel) or from Sezary patients (n=2; bottom PBMC and tumor samples were analyzed at various timepoints and demonstrate increase in blood Thi, « Selective ITK inhibition may have the potential to enhance anti-tumor immunity and
and tumor measurements/excision were made at Day 22 (3 days after dosing). Treatment groups were panel) were activated with anti-CD3/CD28/CD2-coated beads in the absence or presence of varying decrease in blood Th17, reduction of both eosinophil count and IL-5 consistent with Th1 skewing and Th2 also could be useful in the therapy of Th2-mediated autoimmune/allergic diseases.
compared to control. Tumors were removed and immunohistochemistry was performed to enumerate concentrations of CPI-818 for 72 hours. Supernatants were collected and Th2-associated cytokines, IFNg, blockade. Baseline and on treatment tumor biopsy and blood show increase in Thl and terminally

infiltrating CD8+ normal T cells. and TARC (CCL17) were assessed by MSD. differentiated T effector memory cells. « APhase 2 trial in refractory peripheral T cell ymphomas is planned.



