Neuroendocine RABLGA-dependent regulation of c-Myc expression and activity is essential
for cell cycle progression and survival of pancreatic neuroendocrine cells
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Figure 6: RABLG6A is a global regulator of clinically relevant cancer pathways in

A VEC PNETs. JQ-1 is a bromodomain inhibitor that suppresses Myc transcription. X, other clinically
17 targeted pathways in cancer.
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proteins in both control and RABLG6A depleted BON-1 and QGP-1 cells. Relative cell numbers from displayed experimental samples shown below.
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Figure 1: RABL6A is essential for PNET cell proliferation. A) Schematic of RABL6A MRNA Figure 4: Myc expression rescues the cell cycle arrest phenotype caused by RABL6A loss and dictates sensitivity to JQ-1. check%omt S|Ignallng. BA) Cell geoath a)S measuredblby
regions targeted by the shRNAs KD1 and KD2. B) Western blotting shows effective RABLGA Analyses performed in control and RABLG6A depleted BON-1 cells expressing vector (VEC) or the tamoxifen inducible MYC-ER (Myc-ER) fusion trypan dye exclusion. n=3; *, P<0.05. B) Western blot . . .
knockdown in BON-1 PNET cells compared with control (CON). Graph, cell numbers are reduced prote%n. X) Western blot analyses of indicatel(oj proteins in VEC anlzl Myc-gER ceIIs.( B))Cell cycle analysis by incorporation (ofy 5-etr)1ynyl-2- analyses of BON-1 Vector and BON-1 Myc-ER cells e are gra_teful to Hank Qi (Anatomy & Cell Blo_logy) for MyC__ER retroviral constructs, and
after RABL6A knockdown relative to CON cells. (*, p < 0.05) C) Long term analysis of cell number deoxyuridine (EdU) into VEC and Myc-ER cells. n=3; *, p<0.05. C) Flow cytometric analyses of cell cycle populations by propidium iodine DNA following RABL6A knockdown (KD1, KD2). C) Heat map personnel in the Flow Cytometry and Genomics Core Facilities (supported by an NCI
after RABL6A knockdown. D) Flow cytometric analyses of DNA content show RABL6A knockdown staining in VEC and Myc-ER cells. n=3; *, p<0.05. D) Relative colony number in low density colony formation assays using VEC and Myc-ER cells. of BON cell microarray data showing impaired expression Cancer Center Support Grant P30 CA086862) Sources of fundlng: NCI/NET SPORE
causes a predominant G, phase arrest. n=3. E) Quantitation of colony number in soft agar / anchorage independent growth assays using VEC and Myc-ER cells. n=3. F) JQ-1, a BRD4 of genes in ATM, Polo-like kinase and G2/M DNA (P50 CA174521; Project 2, D. Quelle), 5 T32 CA078586 (Sheehy), and ICRU summer and
bromodomain inhibitor was exposed for 3 days to CON and KD cells, and relative cell number quantified. Expression of RABL6A (and Myc) damage checkpoint pathways. Red, relatively increased academic year undergraduate fellowships (Schab).
J. Hagen et al., Cancer Research (2014), 74(22), PMID: 25273089 sensitized cells to JQ-1 inhibitory effects. n=3; *, p<0.05. expression; blue, relatively decreased expression.
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