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(57) Abstract: Provided is a method for synthesizing romidepsin, comprising the following steps: 1) coupling a solid phase synthetic
resin with Fmoc-L-Val-OH under the action of an activator to obtain an intermediate I; 2) according to an Fmoc solid phase synthesis
strategy, sequentially using Fmoc-L-Thr-OH, Fmoc-D-Cys(R)-OH, Fmoc-D-Val-OH and (R)-3-tert-butoxy-7-mercapto-4-heptenoic
acid in a one-by-one manner to perform polypeptide chain extension coupling to obtain an intermediate V; 3) removing the hydroxyl
group on the L-Thr residue side chain of the intermediate V to form a double bond, so as to obtain an intermediate VI; 4) cracking
the intermediate VI and removing the resin and side chain protecting groups, so as to obtain an intermediate VII; 5) oxidizing the
intermediate VII to form an intramolecular disulfide bond, so as to obtain an intermediate VIII; and 6) subjecting the intermediate VIII
to an intramolecular esterification reaction to obtain romidepsin.
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