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Abstract

Neoantigen production is a determinant of cancer immunotherapy.
However, the expansion of neoantigen abundance for cancer
therapeutics is technically challenging. Recently, we reported that our
synthetic compound RECTAS can induce the production of splice-
neoantigens that could be used to boost antitumor immune responses
(Matsushima et al. Sci Trans Res 2022). Because aberrant RNA
splicing regulations are widely observed in cancer cells, creation of
novel coding sequences by small chemicals may provide peptide
sequences that potentially function as neoantigens. Therefore, we
chemically developed new chemicals from RECTAS and found that
one of them could efficiently induce neoantigen candidates in human

cancer cells through splicing alteration. Validation by ELISpot assay
confirmed antigenicity of some splice-neoantigens. As the chemical modulation of RNA splicing offers a source
of common neoantigens in various types of cancer cells, combination of splicing modulators and immune-
checkpoint inhibitors would dramatically improve the efficiency of current cancer immunotherapy.
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