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Abstract (300 word limit)
Statement of the Problem: Toll like receptor (TLR) signaling has been suggested to play an important role in the inflammatory microenvironment of solid tumors and through this inflammation-mediated tumor growth. Recently we reported about the role of the two intracellularly expressed TLRs, TLR7 and TLR8, in solid tumor growth. Expression of both receptors is upregulated in primary tumors from patients with colon and pancreatic cancer. In both human cancers TLR 7 and 8 expression was related rather to cancer cells then to tumor-infiltrating immune cells and their expression was associated with tumor cell growth and progression in both tumor entities. Here we studied the role of tumor cells in their process of self-maintaining TLR expression independent of inflammatory cells and cytokine milieu for autoregulative tumor growth signaling in pancreatic cancer. Methodology & Theoretical Orientation: We analyzed the expression of TLR2, TLR4, and TLR9 in primary human cancers obtained from surgically resected patients and the impact of the TLRs on tumor growth via induced activation in several established pancreatic cancers. TLR-stimulated pancreatic cancer cells were specifically investigated for activated signaling pathways of VEGF/PDGF and anti-apoptotic Bcl-xL expression as well as tumor cell growth. Findings: The primary pancreatic cancer tissues and cell lines expressed TLR 2, 4, and 9. TLR-specific stimulation resulted in activated MAP-kinase signaling, most likely via autoregulative stimulation of demonstrated TLR-induced VEGF and PDGF expression. Moreover, TLR activation prompted the expression of Bcl-xL and has been demonstrated for the first time to induce tumor cell proliferation in pancreatic cancer. Conclusion & Significance: These findings strongly suggest that pancreatic cancer cells use specific Toll like receptor signaling to promote tumor cell proliferation and emphasize the particular role of TLR2, TLR4, and TLR9 in this autoregulative process of tumor cell activation and proliferation in pancreatic cancer. 




Recent Publications 
1. Grimmig T, Matthes N, Hoeland K, Tripathi S, Chandraker A, Grimm M, Moench R, Moll EM, Friess H, Tsaur I, Blaheta RA, Germer CT, Waaga-Gasser AM, Gasser M. TLR7 and TLR8 expression increases tumor cell proliferation and promotes chemoresistance in human pancreatic cancer. Int J Oncol. 2015 Jul 2. doi: 10.3892/ijo.2015.3069. 
1. Grimm M, Kim M, Rosenwald A, Heemann U, Germer CT, Waaga-Gasser AM, Gasser M. Toll-like receptor (TLR) 7 and TLR8 expression on CD133+ cells in colorectal cancer points to a specific role for inflammation-induced TLRs in tumourigenesis and tumour progression. Eur J Cancer. 2010; 46(15):2849-2857.
1. Moench R, Grimmig T, Kannen V, Tripathi S, Faber M, Moll EM, Chandraker A, Lissner R, Germer CT, Waaga-Gasser AM, Gasser M. 
Exclusive inhibition of PI3K/Akt/mTOR signaling is not sufficient to prevent PDGF-mediated effects on glycolysis and proliferation in colorectal cancer. Oncotarget. 2016; 7(42):68749-68767. doi: 10.18632/oncotarget.11899.
1. Pelz JO, Vetterlein M, Grimmig T, Kerscher AG, Moll E, Lazariotou M, Matthes N, Faber M, Germer CT, Waaga-Gasser AM, Gasser M. Hyperthermic intraperitoneal chemotherapy in patients with peritoneal carcinomatosis: role of heat shock proteins and dissecting effects of hyperthermia. Ann Surg Oncol. 2013; 20(4):1105-13.
1. Nietzer S, Baur F, Sieber S, Hansmann J, Schwarz T, Stoffer C, Häfner H, Gasser M, Waaga-Gasser AM, Walles H, Dandekar G. Mimicking metastases including tumor stroma: a new technique to generate a 3D colorectal cancer model based on a biological decellularized intestinal scaffold. Tissue Engineering. 2016 doi: 10.1089/ten.TEC.2015.0557.





[bookmark: _GoBack]              [image: dummy]Biography (150 word limit)
Martin Gasser has his expertise in surgical oncology and clinical and experimental oncology of gastrointestinal malignancies. His research is focused on the influence of inflammation-induced tumorigenesis and tumor progression in colorectal and pancreatic cancer. In addition, he is interested in the role of cancer stem cells and the development of specific cancer cell-targeted as well as immune cell based-tumor therapies. 

Email: gasser_m@ukw.de and waaga_a@ukw.de





Notes/Comments:


image1.jpeg




