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About 150 post-transcriptional RNA modifications are present throughout all
kingdoms of life. During RNA catabolism, unlike unmodified nucleosides that are subject to further
degradation or salvage pathway in cells, most modified nucleosides are resistant to degradation and
are released into extracellular space4-6. However, the physiological role of these extracellular
modified nucleosides remains unexplored. In this study, we found that N6-methyladenosine (m6A),
widely known as an epigenetic mark in RNA, is released into extracellular space as the result of RNA

breakdown and acts as a novel ligand for the adenosine A3 receptor with an 10-fold greater affinity
than unmodified adenosine. Furthermore, m6A was dynamically released in response to cytotoxic
stimuli both in vitro and in vivo, and facilitated type | allergy through the A3 receptor. Our
findings shed new light on m6A as a signaling molecule with the ability to activate GPCRs.
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@ Phosphorylation of transcription factors @ Intracellular calcium level
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