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Results

Background

e T-cell exhaustion and lack of durable stemness, defined as the ability of cells to proliferate, persist,

and self-renew, are key barriers to effective T-cell therapy in solid tumors'-
* Ongoing efforts to overcome these barriers include genetic and epigenetic T-cell reprogramming:

— Genetically reprogramming T cells through c-Jun overexpression delays exhaustion and results
in increased proliferation, sustained cytokine production, and durable antitumor activity'>-

— NRA4A transcription factors may contribute to exhaustion and reduced T-cell function by limiting the

NR4A3 KO and c-Jun overexpression synergize to reduce exhaustion and maintain
ROR1 CAR T-cell function in vitro and in vivo

* NR4A3 KO + c-Jun ROR1 CAR T cells demonstrated improved tumor cell killing and produced high levels
of cytokines (data not shown), and reduced surface expression of inhibitory receptors after repetitive
antigen stimulation compared with ROR1 CAR T cells with c-Jun overexpression alone (Figure 2)

* NR4A3 KO + c-Jun ROR1 CAR T cells displayed transcriptional profiles consistent with reduced terminal

Stim-R technology generates ROR1-targeted CAR T-cell products with enhanced and
prolonged functional activity in vitro and in vivo

e ROR1 CART cells produced with Stim-R technology show:

— Enhanced cytotoxicity in vitro following serial antigen stimulation (Figure 5)

— Retained persistence of a unique cell population enriched in both stemness and effector-associated
gene signatures following repeat tumor cell stimulation in vitro (Figure 5)

LYL119 ROR1 CAR T cells, incorporating NR4A3 KO + c-Jun + Epi-R + Stim-R technologies,
demonstrate superior in vitro and in vivo activity

e LYL119 demonstrates prolonged cytotoxicity and enhanced cytokine production in vitro compared with
control cells (Figure 7)

* LYL119 has potent antitumor efficacy and superior CAR T-cell expansion in vivo compared with
control-edited ROR1 CAR T cells (with only c-Jun and Epi-R and Stim-R technologies; Figure 8)

activity of c-Jun.>® NR4A3 gene KO synergizes with c-Jun overexpression to further enhance resistance
to exhaustion, resulting in improved antitumor activity’

— Epigenetic reprogramming with Lyell’'s Epi-R™ manufacturing protocols preserves stem-like qualities
by controlling T-cell proliferation and differentiation with optimized proprietary cell culture media and

exhaustion and increased retention of memory T cells following serial stimulation (Figure 3)

* NR4A3 KO + c-Jun ROR1 CAR T cells had robust antitumor efficacy in vivo with activity observed at a
/-fold reduction in CAR T-cell dose and a 10-fold greater expansion in blood compared with control
CAR T cells enhanced with c-Jun overexpression alone (Figure 4)

— Improved antitumor efficacy and CAR T-cell expansion in vivo (Figure 6)

Figure 7: LYL119 demonstrates prolonged cytotoxicity and enhanced cytokine production in vitro
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