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Structure-Activity Relationship and Target Identification of New Mammalian Circadian Clock
Modulators (‘WPI-ITbM, Nagoya Univ., *Grad. Sch. of Eng., Nagoya Univ.) (OShohei Morita,'?
Kohsuke Ohmatsu,? Tsuyoshi Hirota,' Takashi Ooi'

The circadian rhythm regulates various physiological behaviors, such as sleep—wake cycles,
hormone secretion, metabolism, and seasonal reproduction. Thus, the development of a new tool
to regulate this rhythm as well as the understanding of its mechanism is eagerly awaited. Here,
we report the discovery of a new mammalian circadian clock modulator. High throughput
screening of chemical library revealed that a [1,2,4]triazolo[1,5-a]pyrimidine derivative, named
“noz001”, lengthened the mammalian circadian period, and control experiments suggested that
noz001 would not bind to the known clock proteins. Based on this finding, we performed the
modification of noz001 based on the structure-activity relationships, leading to the identification
of extremely active clock modulators “mos004” and “mos006”. Affinity proteomics using a
mos006-derived chemical probe was also conducted.
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