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As part of a ﬁrogram aimed at identifying the utility of
haloalkene-containing molecules, synthetic and evaluation studies of chloroalkene-conjugated PBB3
derivative, 1TY11-397, were performed for the development of novel tau-imaging PET tracers with
improved operability. 1TY11-397 was designed based on the alkene-to-chloroalkene isosteric switching
strategy and can be prepared in 8 steps from 2-chloro-5-cyanopyridine. Evaluation study on the
photostability revealed that the photostability of 1TY11-397 is 6-fold higher than that of the
corresponding unsubstituted compound. In addition, 1TY11-397 showed higher binding selectivity to
the 2N3R-type Tau protein. The main advantage of such chloroalkene-conjugated systems lies in their
simple chemical modification, making possible the application of this strategy to various molecules
with acyclic conjugated system(s), which should contribute to the development of photoresistant
molecules with conjugated system(s).
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aFold Increase = fluorescence intensity of the probe bound to tau
fibrils (or AB)/fluorescence intensity of the probe (unbound, free).
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