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Synthesis of 9-fluorenylmethoxycarbonyl amino acid tert-butyl ester

JIANG Qing-feng® s ZHOU You-jun'" , YAO Bin',ZHENG Can-hui' , LU Jia-guo' s ZHU Ju' (1. Department of Medical Chem-
istry, School of Pharmacy, Second Military Medical University, Shanghai 200433, China; 2. Institute of Pharmaceutical Re-
search, General Hospital, PLLA Tibet Military Area Command.l.ahasa 850007)
[ABSTRACT] Objective: To search for a new method for synthesis of 9-fluorenylmethoxycarbonyl amino acid tert-butyl ester.
Methods: Glycine, L-Proline, and L-Phenylanaline were separately allowed to react with 9-fluorenylmethylchloroformate to ob-
tain the corresponding 9-fluorenylmethoxycarbonyl amino acids. With 4-(dimethylamine) pyridine (DMAP) used as catalyst,
the 9-fluorenylmethoxycarbonyl amino acids were allowed to react with Tert-butyl dicarbonate for the corresponding 9-fluorenyl-
methoxycarbonyl amino acid tert-butyl esters. Results: Three 9-fluorenylmethoxycarbonyl amino acid tert-butyl esters were suc-
cessfully synthesized by this method and their structures were confirmed by ' H NMR. Conclusion: Ours is a simple method with
mild condition and high yielding rate for synthesis of 9-fluorenylmethoxycarbonyl amino acid tert-butyl esters.
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Fig 1 Synthesis of 9-fluorenylmethoxycarbonyl amino acid tert-butyl ester

P, 2 U, BT AR IR R T A0 °C il BR R 4 i ) L Ay b i R &5
SRR 18,92 g, 7R 96.16%, m. p. 108~112°C,
a8 —75.70 (c 1. 0, CHCL,);' H NMR (400 MH,
CDCly),81. 44,1, 47(2s,9H),1. 95(m,3H),2. 20(m,1H),
3.53(m,1H),3. 66 (m,1H),4. 16,4. 28(2m,3H) , 4. 42(m,
1H),7.31(t,J=7.5 Hz,2H),7. 40(t,] =7.5 Hz,2H),7. 60
(m,2H).7.76(d.J=7.5 Hz.2H),

2.3 Fmoc-Phe-OtBu #94 & EiT,3.00 g (7. 74 mmoD)
Fmoc-Phenylalanine A #] 16 ml Z R £ B& ¥, 7 in A 6. 20
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1,75 % 72.21% ,' H NMR (300 MHz,CDCl;) ,81. 43(s,9H) ,
3.10,3.12(d,J =6 Hz,2H) ,4. 20~4, 59(m,4H),7. 16 ~7. 19
(m,2H),7. 26 ~7. 35(m, 2H) . 7. 39~7. 44 (m, 5H) , 7. 57 ~
7.61(m,2H),7.77,7.79(d,J =7.5 Hz,2H),
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3H),7.13~7.24(m,2H),7.39~7. 44(m,2H) ,7. 52~7. 75
(m,2H),7.76~7.77(m,2H),
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