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* To downregulate CD3, we developed an anti-CD3¢ PEBL
(Protein Expression Blocker)!l? constituted by the single-
chain variable fragment (scFv) of an anti-CD3¢ monoclonal
antibody (UCHT1) and an intracellular retention domain that " PEBLCAR T el 20-
anchors the cognate antigen to the endoplasmic reticulum 0

and Golgi apparatus before degradation. Hours Hours Figure 6. Anti-CD3 PEBL-CAR T cells kill CD3+ tumor cells in a tumor xenograft

* The anti-CD3e CAR Is constituted by the same scFv with a Figure 3. Potent and specific cytotoxicity against CD3+ target cells. A. Long-term NSG mouse model. Bioluminescence imaging was used to track the growth of Jurkat cells
CD8a hinge and transmembrane domain linking it to 4-1BB cytotoxicity assay using IncuCyte live cell analysis; B. 24-hour cytotoxicity assay (E:T=1:10; n=6) expressing firefly luciferase.
and CD3(¢.

Sequential transduction of anti-CD3¢ PEBL and anti-CD3¢

CAR In human T cells produces anti-CD3 PEBL-CAR T cells.
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