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We discovered that high concentration of lithium ions, in contrast to other monovalent 

cations, destabilizes a cytosine-quadruplex called i-motif by promoting its unfolding, not 

hindering its folding. We obtained such kinetic information by a new analysis scheme named 

sHaRPer. The unusual destabilization by lithium cations can be attributed to the small size of 

a lithium ion, which can disrupt hydrogen bonding between cytosines in i-motif. 

 


