A synthetic biology approach to address the immunosuppressive tumor microenvironment:

novel TGF-B switch receptors convert inhibitory signals into enhanced NK cell activity M-212
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A panel of TGFBR2-SR constructs was designed for gammaretroviral transduction
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consisting of truncated CD19 tag was also designed (dCD19). All constructs were

INTRODUCTION

bi-cistronic designs with the second element being an inert expression tag.
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° Classes of TGFBR2-SR designs convert TGFB to a growth factor for NK Cells e TGFBR2-SRs potentiate target-driven NK cell functionality

We reasoned that the ideal solution to enhancing immune cell function in TGF-B rich environments would be
redesigning TGF- signaling to confer three functions on the engineered cells: (a) protect the engineered cells
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ratio and cultured for 24 hours. Secreted interferon gamma (IFNg) was measured by ELISA (Meso Scale Diagnostics)

Switch receptors offer a flexible and rich design strategy for creating therapeutic NK cells capable of robust functioning within hostile tumor microenvironments.
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