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(57) Abstract: The present disclosure relates to polynucleotides comprising (a) a first region encoding a payload and (b) a second
region comprising an immune cell detargeting sensor (e.g., a spleen detargeting sensor). Upon recognition of the marker by the sensor,
the expression of the encoded payload is reduced or inhibited. Also provided herein are replicons, nanoparticles, synthetic circuits,
pharmaceutical compositions comprising such polynucleotides. Methods of using the polynucleotides, replicons, synthetic circuits,
nanoparticles, and pharmaceutical compositions are also provided.



