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Solid-phase synthesis of the antifungal tetrapeptide from the culture of penicilli-

um canescens
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Abstract  Objective To synthesize the antifungal tetrapetide by solid-phase synthesis method. Methods The solid-phase
peptide synthesis was chosen for getting the desired target tetrapeptide and its structure was confirmed by MS and 'H NMR. Results
The synthesis of the D-Phe-Val-D-Val-Tyr-OH was realized with yield of 47% . Conclusion The synthetic method was feasible and
practical. The desired target tetrapeptide could be used for screening of antifungal activity.
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1 D-Phe-Val-D-Val-Tyr-OH
a: DCM/DIPEA 3 h; b(1) : HOBt/DMF/DCC/DCM Fmoc-D-Val-OH 30 min b(2): HOBt/DMF/DCC/DCM Fmoc-Val-OH 30 min;
b(3) : HOBt/DMF/DCC/DCM  Fmoc-D-Phe-OH 30 min; c¢: TFE/AcOH/DCM(1 11 :8) 1h; d:TFA/DCM(1 :3) 30 min

2.2 Fmoc-— ¢ CTC 1.0 NMR ( DMSO-d, 600 MHz) : §9.22~9.20 (m 1H
o 1.08 mmol/g) NH) 8.46 (d 1H J=9.2Hz NH) 8.32(d IH
DCM 30 ml 30 min  CTC J=8.4Hz NH) 8.13(d 1H J=9.2 Hz NH)
o Fmoc-Tyr( OtBu) -OH ( 749 7.32~7.20 (m 5H ArH) 7.00(d 2H J=8.4
mg 1.5 mmol) | 15 ml.DIPEA 0.42 ml Hz Ar-H) 6.63 (d 2H J=8.4Hz Ar-H) 4.56 ~
3 h, . 453 (m IH aH) 4.39-4.34(m IH o-H)
3 . 4.34~4.31 (m 1H a-H) 4.56~4.53 (m 1H a-
2.3 H) 4.26 (1 1H J=7.5Hz) 3.06~3.02 (m
20%  DMF 15 ml 30 min. H) 2.96~2.90 (m 2H) 2.70~2.65 (m 1H)
Fmoc— (2 eq) HOBY(3 eq) Sml 1.86~1.74 (m 2H) 0.68 ~0.62 (m 9H CH,)
DMF DCC(3 eq) 15 ml 0.54 (d 3H J=6.8 H. CH,) m/z C,yH,N,0, M
30 min. 20% -DMF 15 ml + H *: 527.36,
Fmoc Fmoc—
2 h 3
DMF, 3 . 4
— — o D-Phe-Val-D-Val-Tyr-OH
2.4 47.0% »
: =1:1 o
8( V/V/V) 30 ml l1h
3 (
) 409 mg. o
TFA I DCM =1 : 3( V/V) 20 ml 30 min

267.5 mg 47.0% 95% . 'H- . ( 378 )
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