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B turn.bio Transient epigenetic reprogramming enhances T-cell proliferation and tumor clearance
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Incorporating ERA™ mRNA Technology into T cell manufacturing (compared to control cells):

Retained Cell 'de"m" ERA™ treatment enhances T-cell proliferation and cytotoxicity in younger (32-year-old) donor. ERA™ treated T-cells from 32-year-old donor can proliferate 3-4 times more

ERA™ treatment enhances expression of CCR7 and CD27 in T-cell regardless of donor age. Both 32-year-old donor and 73-year-old donor showed increased CCR7 and compared to No-treatment T-cells. ERA_1 and ERA_2 are different doses and versions of ERA™ mRNA cocktail. « Enhances Tscm and Tcm populations.
CD27 expression after ERA™ treatment. ERA_1, ERA_2, and ERA_3 are different doses and versions of ERA™ mRNA cocktail.

. Increases expression of CCR7 and CD27 in T cells, regardless of donor age.

ERA™ is a cellular rej uvenation tech nology mediated by - Increases tumor cell killing of T-cells from both young and old donors.
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to No-treatment T-cells at the end of 2nd and 3rd tumor cells engagement. ERA_1, ERA_2, ERA_3, and ERA_4 are different doses and versions of ERA™ mRNA cocktail.

ERA™ incorporation into T cell manufacturing e Y
enhances Tscm and Tcm populations 3 waoks durmton of sty -

(*Daudi cells) Continue to add cancer cells until T-cells can no longer kill them

- Significantly improve both clinical efficacy and safety while expanding
patient access.
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ERA™ Incorporation into T cell Manufacturing. ERA™ mRNA cocktail is transfected by electroporation into CD3/CD28-activated T cells. ERA™ treatment is transient expression ~ ERA™ treatment enhances T-cell mediated cytotoxicity from a 63-year-old donor. Different Effector to Target ratios (1:9, 1:3, 1:1, and 3:1) were used during the Target Engagement Target Engagement REFERENCES: 1) Goronzy, J.J., et al. Journal of leukocyte biology 104 (4): 691-699 (2018); 2) Sen D.R. et al. Science. 2016; 354:1165-1169.; 3) ZZeng Z. et al.
of reprogramming factors and will reduce T cell dysfunction and exhaustion while preserving and enhancing the young / Tscm T cell population, yielding a superior drug product. experiment. Effector and target cells are cocultured for 3 or 4 days per engagement. Starting at the 3rd addition of tumor cells, ERA-treated T-cells (63-year-old donor) compared to

non-treated T-cells (same donor) have increased efficiency in killing tumor cells and cytotoxicity remains high after several additions of tumor cells indicating extended capacity to kil ERA™ treatment induces T-cell to produce more IL-2, GM-CSF, IFN-y, and TNF-c. Increased IL-2 and GM-CSF production enhances T-cell proliferation and more IFN-y and TNF-o C@ncer Biol. Med. 17, 923-936 (2020) ; 4) Yang, R. et al. Genome Biol 21, 2 (2020); 5) Sarkar, T.J. et al. Nat. Comm. 11,1545 (2020); 6) Nagy, A. and Nagy, K. Nature
tumor cells. ERA_1, ERA_2, ERA_3, ERA_4, and ERA_5 are different doses and versions of ERA™ mRNA cocktail. ERA vs. NT $ p<0.05 production improves T-cell mediated cytotoxicity. Methods. 7, 1 (2009)



