g 20194E 9 A 25 HES 37 5% 5 M
444 Journal of Pharmaceutical Practice, Vol. 37,No. 5,September 25,2019

- AR
iZIFINEL stylissamide | & & AR

MEARE X A AP A R OORETEBE KR a KIGERZMFLb. 2525, L 200433)

BE] BM RABME B/ WA T 56 BUB IR K stylissamide T, A& Ph 2-G =K LG M g (R AR — &
PR Rk 1 1 6-G00K I = -1, 1, 3, 3- DU F LIRS SURE R Tl (HCTUD Al N N- 57 3 £t (DIPEA) R 45 A3k vk
R 9% ARG A I E R A =IO (TFE) I VE R B8 ARG DI Tk ARG (3H-1,2,3- =M 3[4, 5
b IRk E-3-4838) =-1-ME P be 38 S B RA E: (PyAOP) , N-¥83E-7- R 449 = & (HOA O Al N-F 3L MEptk (NMMD £ V5 7 1 58
WIAG > A 7E =B LR (TEA) (A0 B 5 05 O 3  ARA5 PR IO i . 28 I A w3 550U R €80 3 T T 5 8 P S JUACHEL o a2 A 74
1k &= 2l 98. 9% . Bt 3 FEEE .600 MHz ' H-NMR il C-NMR %2 . 5 & i & iRy HARFRik. B8R HiKksE
HFPERRIK stylissamide T MU2A 0. BICR N 67% ., £ ik HA PEE A T80 A 8- N stylissamide T ([#
e R T 2%,

[E&iA]  stylissamide [ ;A& R FRAR

[(FESZEE] R737.9 [X#fFrER] A

[DOI] 10.3969/j. issn. 1006-0111. 2019. 05. 011

[XEHS] 1006-0111(2019)05-0444-06

The total solid synthesis of marine cyclopeptide stylissamide [
LU Dongtao" , LIU Chao®, QIN Luping”,ZOU Yan" (a. Department of Pharmacy, Changhai Hospital, b. School of Pharmacy, Na-
val Medical University, Shanghai 200433, China)

[Abstract] Objective The marine cyclopeptide stylissamide | was synthesized through a solid phase synthesis and cycli-
zation in solution(SPS-CS). Methods 2-chlorotrityl chloride resin was used as solid support for the total synthesis. Each amino
acid protected by 9-fluorenylmethyloxycarbonyl (Fmoc) group was coupled with N, N-diisopropylethylamine (DIPEA) /O-(6-
chloro-1-hydrocibenzotriazol-1-y)-1,1, 3, 3-tetramethyluronium hexafluoro- phosphat(HCTU) as condensing agents. The linear
peptide was cleaved from resin by 2, 2, 2-trifluoroethanol (TFE) and cyclized in the presence of ( 7-azabenzotriazol-1-yloxy)
tripyrrolidinophosphonium hexafluorophosphate ( PyAOP ) /1-hydroxy-7-azabenzotriazole (HOA#®) /N-methyl morphofine
(NMM). Finally, the crude cyclopeptide was obtained through global deprotection with trifluoroacetic acid(TFA). The target
compound was purified by preparative RP-HPLC to 98. 9% pure and its structure was identified by ' H-NMR, "> C-NMR and Q-
TOF LC/MS. Results
yield of 67%. Conclusion
lished.
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