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Abstract—The total synthesis of hirsutellide A 1 was described. The linear hexadepsipeptide precursor 2 was synthesized in 45%
yield from N-Boc-Me-Gly by three coupling reactions with DCC, HATU and BOP-CI, respectively. Macrocyclization was success-
fully performed on the fully deprotected amino acid 14 with BOP-CI in 15% yield and with FDDP in 22% yield.

© 2005 Elsevier Ltd. All rights reserved.

Hirsutellide A 1, an 18-membered cyclic depsipeptide
isolated from the cell extracts of Hirsutella kobayasii
BCC 1660, exhibits antimycobacterial activity with a
MIC (minimum inhibitory concentration) of 6-12 pg/mL
with no cytotoxic effect towards Vero cells at 50
pg/mL and weak in vitro antimalarial activity with an
ICso value of 2.8 ug/mL.! The retrosynthetic analysis
of hirsutellide A 1 is shown in Figure 1.
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Figure 1. Retrosynthetic analysis of hirsutellide A (1).
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Ring closure can be achieved by either amide bond or
ester bond formation. In this letter, the macrocyclization
of linear precursor 2 through the formation of the amide
bond from the amino function of the isoleucine residue
and the carboxylic acid function of the 2-hydroxy-3-phen-
ylpropanoic acid residue was chosen. Firstly, the forma-
tion of an amide bond is more rapidly and the formation
does not require a high level of activation of the
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Scheme 1. Reagents and conditions: (a) NaNO,, H,SOy, 36 h, 98%; (b) BnOH, TsOH, reflux, 4 h, toluene, 60%.

carboxyl group. Secondly, if the other amide bond was
chosen, the reaction of the N-methyl glycine with the
carboxylic acid of the isoleucine would be blocked.
Now sub target molecule 2 was divided into two tridep-
sipeptides units 3. Further divisions led to three sub-
units, 2-hydroxy-3-phenylpropanoic acid benzyl ester
4, (tert-butoxycarbonyl-methyl-amino)-acetic acid 5
and 2-tert-butoxycarbonyl amino-3-methyl-pentanoic
acid 6.

Compound 4* was obtained from bD-phenylalanine
through the diazotization hydrolysis? and esterification?
by benzyl alcohol (Scheme 1). In the first step compound
7 was obtained as a white solid with mp 125-127
°C (lit.,>* 123-124 °C) and [a}g’ +38.6 (¢ 1.00, DMF)
[lit.,2* [«]5 +26.7 (c 3.80, acetone)].

Subunit 5 was obtained from glycine by a N-Boc-protec-
tion and N-methylation with CH3l (Scheme 2). CHsl
was added in two portions. After the addition of first
part of CH;l (4.0 equiv) and NaH (2.5 equiv), second
part of CHsl (2.0 equiv) and NaH (1.0 equiv) were
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Scheme 2. Reagents and conditions: (a) Boc,O, NaOH, THF, 0 °C to
rt, 24 h; HCl, 90%; (b) CH3I, NaH, THF, 0 °C to rt, 2 d; HCI, 92%.
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added in 24 h to push the reaction to completion. Unit
6 was the N-Boc-protected isoleucine.

The synthetic sequence of compound 2 was shown in
Scheme 3. Esterification of 4 (1.0equiv) and 5
(1.0 equiv) using DCC (1.1 equiv) and HOBt (1.1 equiv)
as catalyst yielded the fully protected didepsipeptide 9.
Removal of the Boc protecting group by treatment with
TFA (6.5 equiv) afforded compound 10. Then the amine
TFA salt 10 (1.0 equiv) was coupled with unit 6
(1.1 equiv) by using triethylamine (10.0 equiv) as base,
DMAP (0.1 equiv) as catalyst and three coupling re-
agents, respectively. The corresponding protected tri-
depsipeptide 3° was obtained by using HATU-promoted
reagent (1.2 equiv) in 81% yield, compared with Py-
BOP-promoted (1.2 equiv) in 60% yield and DCC
(1.2 equiv) in 51.2% yield. Cleavage of the benzyl ester
or the Boc group gave two deprotected precursors 11
or 12, respectively. Subsequently the coupling reaction
of the amine TFA salt 12 (1.0 equiv) and free acid resi-
due 11 (1.0 equiv) were performed to synthesize the lin-
ear hexadepsipeptide 2 by using HATU (1.1 equiv),
PyBOP (1.1 equiv) or BOP-CI (1.1 equiv), with diiso-
propyl ethylamine (DIPEA) (10.0 equiv) as base and
HOBt (1.1 equiv) as catalyst. Only the reaction with
BOP-CI reagent worked in 77% yield to provide the
product 2.7

Subsequent reductive removal of the benzyl group and
cleavage of the Boc group gave the carboxylic acid
amine TFA salt 14 (Scheme 4).
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Scheme 3. Reagents and conditions: (a) DCC, HOBt, DCM, 0 °C to rt, 24 h, 72%; (b) TFA, DCM, 0 °C to rt, 5 h, used directly in the next step; (c)
HATU, Et;N, DMAP, DCM, 81%; (d) 5% Pd-C, H,, AcOEt, rt, 24 h; (¢) TFA, DCM, 0 °C to rt, 5 h, used directly in coupling; (f) BOP-CI, DIPEA,

HOBt, DCM, 0 °C to rt, 24 h, 77%.
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Scheme 4. Reagents and conditions: (a) 5% Pd-C, H,, AcOEt, rt, 24 h, 86%; (b) TFA, DCM, 0 °C to rt, 5 h, used directly in cyclization; (c) BOP-CI,

DIPEA, DMF, 0 °C to rt, 3d, 15%.

The macrocyclization proceeded with BOP-CI
(4.5 equiv), DIPEA (10.0 equiv) in DMF under highly
dilute conditions (1.0 L solvent/1.0 mmol reactant) in
15% vyield for hirsutellide A 1. And the yield was 22%
when the coupling reagent FDDP (4.5 equiv) was used
instead of BOP-CI. The structure was determined by
mass spectrometry and NMR spectroscopy.® The rota-
tion value is consistent with the value of natural
product.!

In conclusion, the antimycobacterial cyclohexadepsipep-
tide hirsutellide A 1 has been prepared in nine steps
starting from 2- hydroxy-3-phenylpropanoic acid benzyl
ester 4, (tert-butoxycarbonyl-methyl-amino)-acetic acid
5 and 2-tert-butoxycarbonyl amino-3-methyl-pentanoic
acid 6. The linear hexadepsipeptide precursor 2 was syn-
thesized in 45% yield based on compound 5 using three
coupling reactions with DCC, HATU and BOP-CI,
respectively. The macrocyclization was successfully per-
formed on the fully deprotected amino acid 14 with
BOP-ClI in 15% yield and with FDDP in 22% yield.
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Ji=28Hz, J,=140Hz), 325 (s, 6H), 3.17 (d, 2H,
J=172Hz), 2.73 (dd, 2H, J, =11.6 Hz, J, = 14.0 Hz),
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