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Abstract: An emerging concept is that an “epitranscriptomic code” of nucleotide 
modifications is found within mRNA and long noncoding RNA, and control their 
fate and function in cells.  This concept was initiated by our transcriptome-wide 
mapping technology of N6-methyladenosine (m6A) which revealed that m6A levels 
change during development, are differentially expressed in different tissues, 
located in at least a fourth of all mRNAs, and enriched in specific regions of the 
transcript body.  More recent studies show that other nucleotide modifications are 
present in mRNA, including N6,2’-O-dimethyladenosine (m6Am), which is 
exclusively located at adjacent to the 7-methylguanosine-cap at the first encoded 
nucleotide in up to 40% of mRNAs.  The mechanisms by which m6A affects 
mRNAs and noncoding RNAs, will be discussed.  We also discuss evidence that 
m6Am can affect mRNA stability and regulate mRNA translation.  Evidence for 
other nucleotide modification in mRNA and their functions will be discussed. 
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