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Overview

Background Technology Advantages

e Chimeric antigen receptor (CAR) T cell immunotherapy has e [mproved safety - reversibly controllable by safe, clinically-
the potential to revolutionize cancer medicine, but excessive approved pharmaceutical agents
CAR activation has limited the safety and efficacy of CAR T e Dynamic, tunable set of single- and advanced dual-gated CAR
cell therapy. A CAR system that is regulated by safe, clinically circuits
approved pharmaceutical agents is urgently needed. e Dual-gated circuits targeting multiple antigens to improve

e Boston University researchers have developed a clinically specificity or mitigate antigen escape
relevant innovative CAR system comprising a diverse set e CAR activity established in vitro and in a xenograft tumor
of inducible ON and OFF switch CAR circuits that can be model

regulated by multiple FDA-approved antiviral protease
inhibitors, including grazoprevir (GZV). The schematic on the

right depicts an OFF-switch circuit.

Key Data

Protease inhibition optimizes ON NASCAR(NS3 ASsociated CAR) design for enhanced T cell
activation and targeted cell killing
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Tumor burden was quantified as total flux Kaplan-Meier survival curves for the various mice treatment groups

(photons/s) from the luciferase activity of each

mouse using IVIS imaging (n =5, *P < 0.05, **P
<0.01 and ***P < 0.001)
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