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Synthetic studies on phomopsin A, an inhibitor of tubulin assembly
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Phomepsia A, a strong inhibitor of tubulin assembly, has some unique structural features, that is, (i) all of tie six amino
acid units consists of unusual amino acids, (i) the units are highly oxidized, (iii) the four units among them are different
kinds of dehydroamino acids, (iv) the structure consist of two portions, the ring and the chain parts, and the former
contains an ether structure which composed from phenol and tertiary alcohol, and the latter is constructed from three
contiguous dehydroamino acids.

Synthetic studies on the unusual peptide have been atiempted. Syntheses of the

each unit are shown in schemes | ~ 5, and their coupling reactions are shown in schemes 6 and 7. The unique
structural features mentioned above were constructed except unit E.
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(a) SO,Cly, BPQ / benzane / reflux {b) 47% HBr / reflux (c) MPMCI, NaH / DMF-THF {d} MMCI, DIPEA/ CHzClz (s) PhyPCHCO,Ma / tolugna / 50°C
(1) AD-MIX-0t, MeSO,NHp f ‘BUOH-H,C {g) NSCI, ELN / GHzCly £ -26°C (h) NaNy ! DMF (1} TBDMSOTI, Etg / CHaClp () LIAIM, / THF (0°C {k} BocyO, EgN /
dioxane-H,O () TrCH/ py / 50°C (M) MMCI, DIPEA/ CH,Cly (n) Mal, NaH / DMF {0) Hp, 10% Pd-C / EtOH-ACOEt
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CHoClz {e} MSCl, EtgN / CHoCla {f) Hp, PA(OH};/ ACOEL (g) MeONa 7 MeOH (h) NsC, py / CHyCly
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1. Synthesis of the ring postion of phomopsin A, Taki
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