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N-Monoacylation of Sulfonimidamides
Synthesis 2016, 48, 1019–1028
In recent years, N-alkylation, N-acylation and N-arylation of
sulfonamides have proven useful in organic chemistry and
medicinal chemistry for producing bioactive compounds
and drug candidates. Sulfonimidamides (SIAs), the aza analogues to sulfonamides, have been introduced as an interest
ing but underexplored area of chemistry. Functionalization of
SIAs has been conducted in medicinal chemistry programs;
however, an interesting challenge for functionalization of an
unprotected primary SIA is that both the sulfonamidic nitrogen and the imidic nitrogen can be functionalized. Recently,
Dr. Yantao Chen of AstraZeneca Innovative Medicines Cardiovascular and Metabolic Diseases (Mölndal, Sweden) published
in Synthesis a convenient synthetic method to produce monoacylated SIA products from TBS-protected starting materials,
using a stoichiometric acylating reagent which was prepared
by mixing an acyl chloride with one equivalent of pyridazine.
Dr. Chen explained: “Under the reaction conditions, monoacylated products were obtained. Moreover, the TBS protect
ing group was removed during the reaction course. The paper
also demonstrated one example of further functionalization
on the second nitrogen starting from a mono-acylated product.”

the achieved product is converted into the N(imidic)-acylated
product, in which the amidic nitrogen is still free for another
functionalization,” continued Dr. Chen. He concluded: “Look
ing forward, we believe that this step-by-step functionaliza
tion provides us a method for performing more versatile functionalizations of the target substrates. For instance, when the
first nitrogen in an SIA is acylated (i.e., protected), then the
other one is free for other functionalization, such as acylation,
alkylation, arylation, etc.”

Scheme 1
“Following our first publication (RSC Advances 2015, 5,
4171), TBS-protected SIAs can be prepared on a large scale as
starting materials for further chemical exploration,” said Dr.
Chen. This paper demonstrates an easy chemical process for
the synthesis of N-acylated SIAs. “Through tautomerization,
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