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cytometry was used to assess cell viability, MMP and ROS. Cell titre glow
was used to quantify ATP. Electron microscopy/immunofluorescence was
used to characterize cellular impacts.

Figure 3: Combination effect: A. Reduced cell viability, B. Reduced basal respiration, C. ATP depletion D. reduced mitochondrial membrane potential (MMP) E. Elevation of
reactive oxygen species (ROS) F. Transmission electron micrograph and immunofluorescence of CLL cells after treatment indicates mitochondrial changes.
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(Phospho)proteomics: tims-TOF Figure 4: Combination effect on phosphoproteome: A. Bar plot of log2FC of DNA-damage related differential phosphosites by Ibrutinib, Venetoclax & combination treatment of CLL. B. STRING protein-
. Sensitively detected and quantified 6048 proteins and 7124 phosphorylation protein interaction network of shared differential phosphoproteins between Venetoclax and Combination with hub gene cluster (yellow balls). C-D: Box plot of log2 Abundance of H2AX and MAP3K1. E:

sites (61 3 sites representing 192 proteins being differentially expressed at PhosX predicted upstream kinases in Venetoclax and combination. F. ROS induced MAP3K1-JNK- Caspase 8 based extrinsic apoptotic pathway (proposed).
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