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Seminar Abstract
Targeting immune checkpoints to cure cancer, an active area of immunotherapy, is gaining more
recognition in recent times. Immune checkpoints collectively refer to the myriad of co-activating or coinhibitory proteins expressed by immune cells, such as T cells, that serve to modulate immune activation
responses. Particularly, the inhibitory mechanisms have been hijacked by various cancer cell types to
prevent immune cells from mounting an attack against them. It is hoped that the inhibition of such
immune checkpoints provides a permissive environment for the immune cells to kill the cancerous cells.
Although the FDA approved anti-PD-1/PD-L1 and anti-CTLA-4 therapies have proven to effect dramatic
responses in some patients, a significant proportion of patients still do not respond well, thus motivating
the continuous search for additional immune checkpoints that can be therapeutically targeted. The aim
of my current research study is to validate CD96 as a potential immune checkpoint target in cancer
therapy. Using CRISPR/Cas9 knockout approach, we determined that CD96 is an inhibitory immune
checkpoint in human T cells. Subsequently, we tried to identify the critical domain responsible for its
inhibitory effects using a modified CAR T cell strategy. Finally, we extended our findings using an in vivo
mouse model. In conclusion, CD96 can suppress antitumor activity of T cells, and serves as a potential
target in immunotherapy.
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