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HDAC inhibition against pancreatic cancer
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Pancreatic cancer is highly chemo-resistant associated with oncogenic
mutations such as KRAS and/or p53. Selective class Ila HDAC inhibitor TMP269 treatment showed
increased Fox03a expression in a dose dependent manner with immunoblotting and modest cell growth
inhibition effect at 57.5 p M of IC50 dose for 48-hour treatment against AsPC-1 in MTT. G1/S arrest
was observed with cell cycle assay. Upregulated p21Wafl/Cipl and downregulated CDK2 and 4/6 and
cyclin D1 and D2 expressions were further observed, consistent with inducing G1/S arrest and
transcriptionally activated Fox03a. Importantly, upregulated p21Wafl/Cipl was observed in AsPC-1 p53

null cell line, suggesting independent with p53 pathway. These findings suggest upregulated Fox03a

inﬂuged by HDAC class Ila inhibition activated its transcription and resulted in cell growth
inhibition.
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Table 1
Position RefSeq Number Gene Symbol Description Fold Regulation
B10 NM_000639 FASLG Fas ligand (TNF superfamily, member 6)
Cco4 NM_005311 GRB10 Growth fz_actor receptorfboun_d protei_n 10 2.65
£03 NM_002576 PAKL P21 protein (CchZ/Tac)factlvated kinase 943
G10 NM_000548 TSC2 Tuberous sclerosis 2 2.01
Co2 NM_001455 FOXO03 Forkhead box 03 1.99
DO7 NM_002746 MAPK3 Mitogen-activated protein kinase 3 1.97
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