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CONTEXT RESULTS

Combined ibrutinib and venetoclax is an effective Analysis of proteomic data yielded identification of >1,000 proteins per time-point. K-mean clustering combined with Gap-Statistics identified 8 cluster patterns (Figure 1). Overall, 70 proteins were up-regulated, and 116 proteins were down-
treatment for CLL. regulated (Figure 2). Early changes included upregulation of nuclear pore proteins NUP214, NUP133 and NUP155 at C2D1. PCK2 and PCYT1A were significantly downregulated after ibrutinib treatment. UIMC and SGSH proteins were
OBJECTIVE consistently upregulated throughout all timepoints. Seven selected proteins (AlF1, ARHGAP25, PCK2, PCYT1A, PPBP, PTPNG6, S100A11) were further validated using immunoblot analyses (Figure 3).
Figure 1. K-mean longitudinal clustering Figure 2. Up-regulated and down-regulated proteins Figure 3. Western Blot data validation Figure 4. Canonical pathway changes during ibrutinib venetoclax treatment
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After 1 cycle of ibrutinib, pathways that dominated maximum changes were energy metabolism, cell death, B- and T-cell signaling, and immune response; these were Protein Kinase A Signaling
Venetoclax maintained after 3 cycles of ibrutinib. Impact on transcription and protein synthesis inhibition initiated after first cycle of ibrutinib but dominated after 3 cycles of ibrutinib. e
Ibrutinib  (weekly dose escalation to 400 mg daily) After one week of venetoclax, at C4D8 timepoint, the main changes included transcription pathway, signal transduction, and genes responsible for energy metabolism. e ]
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