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toglinhibitor] {moliL) toglinhibitor] {moliL) , 2 - CDK4/6 inhibition with lerociclib enhances anti-tumor efficacy of targeted therapies in preclinical NSCLC - RNA-Seqanalysis reveals potential osimertinib resistance mechanismsin EGFR-mutant cell lines, and suggests
The ability of lerociclib to enhance efficacy of TKIs in NSCLC cells harboring (A) EGFR exon 19 E746-A750 14 days 28 days 42 days DI models harboring a variety of oncogenic alterations, including EGFR, ALK, and RET. combination treatrr!e.nt with lerociclib + osimertinib may delay or prevent resistance arising from epithelial-
deletion mutations (HCC827 and PC9), (B) EML4-ALK fusion (H3122), or (C) CCDC6-RET fusion (LC2/ad) Colony formation assays of NSCLC cell lines harboring different oncogenic alterations were performed weekly to monitor the development of TKI - Seven days of combination treatment with lerociclib + osimertinib resulted in 100% complete responses mesenchymal transition.
was evaluated using the CellTiter-Glo proliferation assay. Cells were seeded in 96-well plates and resistance at TKI concentrations >10-fold above the cellular IC,; for proliferation. (A) EGFR exon 19 deletion PC9 cells, (B) EML4-ALK fusion H3122 cells, and 43% tumor cures after 175 days in an EGFR-mutant NSCLC xenograft model, compared to 60% complete -In EGFR-mutant xenograft tumors, lerociclib prevents osimertinib resistance putatively acquired through
incubated with DMSO or increasing concentrations of lerociclib, TKI, or TKI + lerociclib (at the indicated or (C) CCDC6-RET fusion LC2/ad cells were treated with DMSO, lerociclib (0.3 uM), relevant TKI (osimertinib = 0.2 uM, crizotinib = 1 uM, BLU-667 = 0.3 uM), responses and 0% tumor cures in the corresponding osimertinib monotherapy group. bypass activation of MET and/or AXL signaling. In EGFR-mutant xenograft tumors with existing resistance to
concentration) for 4-6 days. Data are plotted as mean = SD for n = 3 technical replicates. or lerociclib + TKI. Culture media and inhibitors were refreshed weekly, and cells were fixed and stained with crystal violet. Representative images (n osimertinib caused by MET amblification. combination treatment with lerociclib blus osimertinib overcomes
= 3 biological replicates) from chosen timepoints are shown on the left, and absorbance quantification of staining is shown on the right, graphed as - Lerociclib significantly delays acquired resistance to new-generation targeted therapies in NSCLC cell lines, ) y P ' P
mean * SD. H3122 experiments were performed in collaboration with Ml Bioresearch, and similar results were seen with alectinib % lerociclib. suggesting combination therapy with lerociclib may effectively delay resistance regardless of the specific resistance.
mechanism. « Aphase 1b/2 clinical trial evaluating lerociclib + osimertinib in EGFR-mutant NSCLCis ongoing (NCT03455829).
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