Grassystatins A—C from Marine Cyanobacteria, Potent
Cathepsin E Inhibitors That Reduce Antigen Presentation

Jason C. Kwan,! Erika A. Eksioglu,? Chen Liu,? Valerie J. Paul,? and Hendrik Luesch?
!Department of Medicinal Chemistry and ?Department of Pathology, Immunology, and Laboratory Medicine, University of Florida,
Gainesville, Florida 32610, and 3Smithsonian Marine Station, 701 Seaway Drive, Fort Pierce, Florida 34949

J. Med. Chem. 2009, 52, 5732-5747

N.N-MeyL-Val  D-Hiva-1 LA L-Thr N-Me D-Phe High field NMR spectrometers at the AMRIS facility, UF
"'23“; Q were used to determine the structures of the natural
OH products grassystatins A-C (A). We screened

N j;%o\)\ /Y JL 3 N\:’M 21 N\)\N/ﬁi"N grassystatin A against a panel of proteases, a class of
I 5 o R o |+ & enzymes which are emerging as important drug targets.
59 /‘A\ - . .
}f’ Y 07 "0  This revealed that the compound potently and selectively
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inhibit downstream effects of antigen presentation, a
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