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Abstract

Diversity-oriented synthesis (DOS) of a collection of novel, highly functionalized Δ3-pyrrolines has been accomplished by a AgNO3-catalyzed cyclization reaction of allenic amino acids that proceeds with transfer of chiral information. A new mode of cyclization of allenic benzoyl-protected amines in the Ag(I)-catalyzed reaction leading to oxazines was observed.
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[bookmark: RS09206ST-19]19  
            
Sample Procedure for Methyl Ester Hydrolysis.
            To a solution of the methyl ester 14a (0.24 mmol, 1 equiv) in THF (3 mL) was added H2O (3 mL), followed by LiOH·H2O (10 equiv) at r.t., and the homogeneous reaction mixture was stirred for 8 h. Upon completion, the reaction mixture was acidified with 1 M HCl and extracted with EtOAc (2 × 50 mL). Upon removal of solvent under vacuum the desired acid was obtained in quantitative yield and sufficient purity to be used in the next step.
          

[bookmark: RS09206ST-20]20  
            
Sample Procedure for the Preparation of Amides 15a-f.
            To a solution of the carboxylic acid (0.077 mmol, 1 equiv) in CH2Cl2 (2 mL) at r.t., under N2 atmosphere, were added the amine (0.16 mmol, 2.1 equiv), 4-(dimethylamino)pyridine (0.084 mmol, 1.1 equiv), 1-hydroxybenzothiazole (0.084 mmol, 1.1 equiv) and 1-ethyl-3-(3-dimethylamino-propyl)carbodiimide HCl (0.16 mmol, 2.1 equiv) in this order. The reaction was stirred at r.t. for 2 h, and then diluted with EtOAc (75 mL). The solution was washed with sat. aq NH4Cl, 1 M HCl and brine, then dried over MgSO4 and concentrated under vacuum. Purification by flash chroma-tography (gradient elution, 3:1 to 1:1 hexane-EtOAc, v/v) afforded 15a in 95% yield.
Compound 15a 1H NMR (300 MHz, CDCl3): δ = 8.12 (br s, 1 H), 7.27-7.05 (m, 5 H), 5.91 (dd, J = 6.3, 1.8 Hz, 1 H), 5.59 (dd, J = 6.3, 2.0 Hz, 1 H), 4.15 (dd, J = 18.2, 5.9 Hz, 1 H), 4.00 (d, J = 13.8 Hz, 1 H), 4.03-3.98 (m, 1 H), 3.98 (dd, J = 18.2, 4.9 Hz, 1 H), 3.75 (s, 3 H), 3.18 (d, J = 13.8 Hz, 1 H), 2.11 (s, 3 H), 1.30 (d, J = 6.3 Hz, 3 H). 13C NMR (75 MHz, CDCl3): δ = 173.1, 171.3, 170.3, 135.9, 130.6, 130.3, 130.2, 127.6, 126.5, 79.9, 62.9, 52.2, 41.4, 37.5, 23.2, 22.0. IR (thin film): 3428, 2952, 1752, 1654, 1396 cm-1. MS: m/z (%) = 330 (25), 299 (15), 214 (91), 172 (75), 91 (100). HRMS (EI): m/z calcd for C18H22N2O4 [M+]: 330.1580; found: 330.1584.












    
  

  
    
      
        


      

    

    
      
        
        


      

    

  


  

  
  
    
      
      
    
    
      
        
        
      

    
  




  
  
    
      
      
    
    
      
        
        
      

    
  



  







    
    


















  






      

      

  
    Top of Page
  

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

      
        Your Current IP Address: 54.80.246.116
      

    

    

  




      


  
    
  
  
  
    
    
      
        
        
        
        
      
      
      
      
    
  
  




    

    






    

    
      
        
      
    

    
    


    
      
      
      
    

  