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Selective transformation of amides for late-stage functionalization
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Derivatization of biologically active compounds, especially at the
late-stage, is one of the most powerful strategy for drug discovery. Although various transformation
of relatively reactive amino (-NH2), mercapto (-SH), carboxylic (-COOH), and hydroxyl groups (-OH)

have been reported, the neutral amide group (-CONH2) is hard to be derivatized, due to i1ts
relatively poor reactivity. In this work, several new methods for the derivatization of amides have
been achieved by originally developed catalysts and reagents.
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Figure 1. Reported N-trifluoroacetylnitrene precursors
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Scheme 1. Introduction of GICNACc into Asn residue using catalyst A

Table 1. Coupling reaction of thioamide with carbene equivalent in polar solvent
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Figure 2. Representative substrate scope for coupling reaction of thioamide with iodonium ylides
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Scheme 2. ReI ease of aminoglutethimide (aromatase inhibitor)
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Figure 3. Synthesis of ortho-nitro-substituted iminoiodinane F and its ORTEP structure and NBO analysis
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Figure 4. [3+2]-type cycloaddition of alkynes with iminoiodinane under photo-irradiation
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