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OWHEERE / Theme of Research

Alteration of fibroblast polarization by cytokine gene transfection into tumor microenvironment to induce anti-tumor effect

@WEWBE / Outline of Research

Cancer asssociated fibroblast (CAF), an abundant stromal cell types in the tumor microenvironmnet are mainly composed of two types of
populations: myofibroblast cells which promote tumor growth and activated fibroblast with opposite function.These two cells are alternatively
differentiated from the same progenitors with different insitu cytokine concentrations. Accordingly, higher tranforming growth factor beta (TGF-
f3) concentration over fibroblast growth factor-2 (FGF-2) favours differentiation into myofibroblast and vise-versa. Therefore, we transfected
FGF-2 gene into tumor cells using a synthetic vector to facilitate CAF polarization into the activated fibroblast phenotype. We used a lung
tumor model with CT26WT cells and BALB/C mice.

®MZERE / Results of Research

We conducted in-vivo experiments with FGF-2 gene and CT26WT lung tumor model. We performed experiments to detect expression of
FGF-2 following FGF-2 gene transfections into CHO cells, CT26 WT tumor cells and finally CT26 WT transplanted tumors. Furthermore, we
evaluated FGF-2 induced activation of myofibroblast and effects on other cells through expression of alpha SMA, LRRC-16 and Alcam
markers using immunohistochemistry. Further, effect of FGF-2 gene transfection on survival of CT26 tumor bearing mice were evaluataed
and a significant effect on the survival was not able to detected with the experiments conducted. However, experiments are being continued.

@451 D5 E / Further Research Plan

| hope it would give more promising results if we continue this study further, with CT26 WT and the FGF-2 gene transfection together with
dendritic cell based immunotherapies to enhance its antitumor immune effect. .Morevoer, we are planning to establish a collaboration
between the faculty of veterinary medicine and animal science of University of Peradneiya and Osaka Metropolitan University enhance the
collaborative research.
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