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Synthesis of the lead compound of PPI inhibitor, Dityromycin
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3,200,000
Northern part
Southern part Eastern part
EDCI
Dityromycin
Dityromycin

As the retrosynthesis of dityromycin, we divided it into 3 fragments in
convergent manner; the cyclic isodityrosin core as a northern part, highly oxidized
dehydroisoleucine containing peptide as a southern part, and the remaining linear peptide as an
eastern part.

Our synthetic endeavor was commenced with material pushing of each fragments on gram scale along the
synthetic route we established before. As a side note, we improved the yield and suppressed the
epimerization of the eastern part by capitalizing the Fm protecting group. En route to dityromycin,
all fragments were condensed and afforded decapeptide which contains all amino acid components of
dityromycin on gram scale. After numerous o?timization and tunings, we obtained macrocyclized
product on gram scale by sequential Alloc/Allyl cleavage, excessive EDCI mediated macrocyclization.
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