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Problem Statement: Lack of Ideal Starting Material in the Generation of CAR-T Therapy

Issue #2: Production Process
= Complicated

There are many pain point currently in the

" Not cost-efficient manufacturing process of CAR-T cells including
A = Expansion manufacturing failure which reduces the number of
O O = Purification O patient who can benefit from this therapy.
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Issue #1: Starting Material Issue #3: Finished Product 4 “Off_the_shelf” product for many pa‘[ients
= Limited in # = Limited in # ' , .
= Variable in quality = Variable in quality 5.Accessible and affordable to many patients!
" Exhausted in function 6.Broad spectrum cancer targeting therapy

Figure A: Schematic of a typical CAR-T manufacturing process

Solution: Induced Pluripotent Stem Cell as a infinite high quality starting material for the
production of next-generation gamma delta natural killer (vd NK) T hybrid immune cells
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Figure B: Characteristic of iPSC. C: Schematic of iPSC - y0 NK T cell. D: Receptors present on the surface of iPSC - y& NK T cell. iPSC - y6 NK T cell retain characteristic of y and NK cell, thus allowing this

hybrid cell to be used in an allogeneic manner without causing graft versus host disease. The use of iPSC is an ideal starting material as it is infinite and can differentiate into any cell type of choice. By
building a master cell line, one will be able to generate limitless amount of consistent, high quality cancer killing cells for “off-the-shelf” cancer immunotherapy.
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Figure E: Schematic of hybrid iPSC-yd NK T cell generation without gene editing. F & G: Cytotoxicity killing assay and the list of cancer cell lines that can be targeted by iPSC-y6 NK T cell. H: Flow
cytometry analysis of iPSC - y0 NK T cell showing the expression of receptors unique to yé and NK cell. I: Photos of a timelapse video of iPSC - y6 NK T cell killing a human colorectal cancer cell over 48

hours.
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