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Reaction conditions: a) TBTU, NEt;, DCM; b) ag. NaOH, then H, / Pd-C, 60°C, 60 bar, H-Cube; ¢) HATU, DIPEA, DMF; d) TBAF,
THF; e) air, 0.5% Mn(acac)s;, THF, 0°C, 2 h, then poly-L-leucine, DBU, -25°C, 48 h; f) air, 0.5% Mn(acac)s;, THF, 0°C, 2 h, then poly-D-
leucine, DBU, -25°C, 48 h; g) TFA, CHCI3, MeOH, rt, 24h (directly from 5).

Fig.1 Synthesis of Chlamydocin (7a), its epimer (7b) and related ethyl ketone compound 7¢

Cyclic peptide histone deacetylase inhibitors (HDAc) have raised attention due to their application
as potent antimicrobial and anticancer agents [1]. The main challenge in the synthesis of HDAc is
the construction of functionalized 2-amino-8-oxodecanoic acids, crucial for bioactivity of these
peptides. In our strategy, key structural fragments of HDAc are beneficially assembled at the last
stage via the ring cleavage of the common cyclopropanol precursor (6), allowing to prepare a set of

bioactive compounds 7a-c, as demonstrated by the short synthesis of both diastercomers of

Chlamydocin (7a,b) and related ethyl ketone (7¢).
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