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Protein labeling using a protein tag and a tag-specific small-molecule fluorescent probe is a
powerful tool for visualizing protein localization and dynamics in living cells. To date, various
protein tags have been reported, which include SNAP-tag, HaloTag, and E. coli dihydrofolate
reductase (eDHFR). However, most of fluorescent probes developed so far suffer from low-to-
moderate membrane permeability and non-specific labeling in cells, necessitating a washing
procedure. To overcome these problems, novel fluorogenic probes based on JaneliaFluor526 and
MaP dyes have been recently developed for SNAP-tag and HaloTag labeling. These probes have
high membrane permeability and enable wash-free imaging of SNAP-tag/HaloTag-fusion
proteins with high S/N ratios. However, the development of small-molecule fluorescent probes
suitable for the eDHFR tag has remained challenging. In this poster, we will report new
fluorogenic probes for the eDHFR tag and their photophysical and labeling properties.
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