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Abstract

Reduction of N-protected aza-β3-amino esters and oxidation of the alcohols afford aza-β3-amino aldehydes. Condensation of unprotected aza-β3-amino esters to the resultant aldehydes leads to hydrazones, which have been converted by reduction to useful synthetic building blocks for solid-phase synthesis of new peptidomimetics.
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[bookmark: RG25005ST-16]16  To a solution of 6b (1.69 g, 2.5 mmol) in dioxane (15 mL) was added successively DIPEA (33 mg, 0.1 equiv) and Boc2O (1.25 g, 2.3 equiv). The mixture was stirred during 24 h at 50 °C then added to a solution 1 M of NaHSO4 (40 mL) and extracted twice with Et2O. The organic layer was washed with brine, dried over Na2SO4 and concentrated. The crude oil was purified by chromatography on silica gel (EtOAc-PE 1:9 and 2.5:7.5) to afford 0.79 g (41%) of 7b as a colorless oil. 1H NMR (CDCl3, 348 K): δ = 0.96 (d, 6 H, J = 5.8 Hz, CH3), 1.11 (t, 3 H, J = 7.0 Hz, CH3), 1.54 (s, 9 H, CH3), 1.79 (m, 1 H, CH), 2.65 (br, 2 H, CH2), 2.93 (br, 2 H, CH2), 3.13 (br, 2 H, CH2), 3.59 (q, 2 H, J = 7.0 Hz, CH2), 4.18 (s, 2 H, CH2), 4.25 (s, 2 H, CH2), 4.38 (br, 1 H, CH), 4.53 (br, 2 H, CH2), 5.06 (s, 2 H, CH2), 5.10 (br s, 2 H, CH2), 6.41 (br s, 1 H, NH), 7.12-7.70 (m, 17 H, CHar) ppm. 13C NMR (CDCl3, 348 K): δ = 170.56, 157.50, 155.3, 144.41, 141.59, 136.25, 130.90, 128.42, 128.28, 128.05, 116.37, 127.56, 127.00, 125.14, 119.87, 95.33, 80.13, 66.19, 66.05, 64.87, 63.96, 58.62, 58.45, 54.18, 49.41, 47.79, 28.41, 26.41, 20.54, 14.88 ppm. HRMS (ESI): m/z calcd for C45H56N4O8Na [M +Na]+: 803.39959; found: 803.3992 (0 ppm).
[bookmark: RG25005ST-17]17  To a solution of 7b (0.30 g, 0.39 mmol) in MeOH (10 mL) was added 10% Pd/C (20 mg). After purging 3 times with H2, the resulting suspension was stirred for 30 min (end of reaction controlled by TLC). The catalyst was removed by filtration through Celite. The filtrate was evaporated and purified by chromatography on silica gel (EtOAc-CH2Cl2, 1:1 and Et2O-MeOH, 40%) to afford 0.2 g (75%) of 8b as a yellow oil. 1H NMR (CDCl3, 353 K): δ = 1.01 (d, 6 H, J = 5.4 Hz, CH3), 1.13 (t, 3 H, J = 6.8 Hz, CH3), 1.50 (s, 9 H, CH3), 1.81 (m, 1 H, CH), 2.56 (br, 2 H, CH2), 2.98 (br, 2 H, CH2), 3.26 (br, 2 H, CH2), 3.60 (q, 2 H, J = 6.8 Hz, CH2), 4.02 (br, 2 H, CH2), 4.21 (s, 2 H, CH2), 4.31 (br, 1 H, CH), 4.60 (br, 2 H, CH2), 5.08 (s, 2 H, CH2), 6.50 (br s, 1 H, NH), 7.12-7.75 (m, 12 H, CHar) ppm. 13C NMR (CDCl3, 348 K): δ = 174.78, 157.54, 156.27, 144.39, 141.61, 131.28, 127.99, 127.70, 127.45, 116.38, 127.36, 127.07, 125.19, 119.86, 93.32, 80.84, 66.43, 63.94, 59.15, 58.36, 55.86, 47.83, 47.73, 28.33, 26.52, 20.62, 14.86 ppm. HRMS (ESI): 
              m/z calcd for C38H50N4O8Na [M + Na]+: 713.35263; found: 713.3523 (0 ppm).












    
  

  
    
      
        


      

    

    
      
        
        


      

    

  


  

  
  
    
      
      
    
    
      
        
        
      

    
  




  
  
    
      
      
    
    
      
        
        
      

    
  



  







    
    


















  






      

      

  
    Top of Page
  

  
    
      ©  Georg Thieme Verlag KG | 
      
      
        Imprint |
        Privacy policy statement |
      
      Smartphone Version
      

      
        Your Current IP Address: 3.89.229.10
      

    

    

  




      


  
    
  
  
  
    
    
      
        
        
        
        
      
      
      
      
    
  
  




    

    






    

    
      
        
      
    

    
    


    
      
      
      
    

  