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Abstract

An expeditious two-step procedure was developed to accede to new tetraamide macrocycles. The key step of this diversity-oriented procedure is a highly efficient Mukaiyama salt promoted macrobislactamization. Preliminary mechanistic investigations are also reported.
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Step 2: Macrobislactamization Reaction for the Synthesis of 1, 2 and 3
            Mukaiyama salt (2-chloromethylpyridinium iodide; 0.75 mmol, 2.5 equiv), tri-n-butylamine (1.5 mmol, 5.0 equiv) and the diamine derivative (6 or 7, 0.3 mmol, 1.0 equiv) were successively added to a solution of diacid derivative (isophthalic or dipicolinic acid, 0.30 mmol, 1.0 equiv) in CH2Cl2 (100 mL) under an inert atmosphere. The reaction mixture was stirred at reflux temperature for 16 h. After cooling to r.t., Et2O (200 mL) was added providing a white precipitate that was collected by filtration. The corresponding tetraaromatic tetraamide macrocycles (1, 2 or 3) were obtained as a white powder, with chemical yields given in Table 
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