The role of endogenous CD28 co-stimulation in tuning CAR-T cell performance
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CD3* T cells are activated with aCD3/aCD28/rIL-2/rIL-7 and transduced

Figure 4: A) Viability of hBCMA* target XXO cells following 24 hr. co-
culture with CD28 KI CAR-T cells at varying effector : target ratios. B)

Tumor burden in SCID mice following i.v. infusion of WT, CD282P3X, or
CD284G2 CAR T cells.

D28 on MM cells contributes to chemotherapeutic resistance. Blockade of
D28 ligands (CD80, CD86) interrupts critical pro-survival cues.

patacept is FDA approved for the treatment of Rheumatoid Arthritis and is a
clinically relevant strategy to re-sensitize MM to CAR-T cell killing.
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The combination of CAR T cells with a CD28 antagonist represents a potentially

clinically relevant treatment to reduce MM relapse.

e (D28 is critical to CAR-T cell production, however the impact of each motif on
subsequent T cell differentiation has not been examined.

 Future work will investigate the impact of CD28 manipulation during the
production process on the epigenetic landscape and phenotype of CAR-T cells.

* We also propose to investigate the effects of both endogenous and chimeric

CD28 mutations to discern their relative contributions to CAR T function.
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Figure 1: Efficiency of CAR-T cell

transduction 7 days post activation.] WT %
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