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A Rhodium-Catalyzed “Hook-and-Slide” 
Homologation of Amides

Significance: Functional group homologation 
represents a powerful strategy in medicinal chem-
istry, enabling late-stage access to drug homologs 
with potentially significantly different bioactivities 
to the parent compound. Given the prevalence of 
amides in medicinal chemistry and dearth of avail-
able methods, new methods for amide homologa-
tion are particularly needed. In this work, Dong and 
co-workers present a ‘hook-and-slide’ strategy for 
amide homologation involving -alkylation, ami-
dine formation, rhodium-catalyzed branched-to-
linear isomerization, and directing group removal.

Comment: The hook-and-slide strategy, while re-
quiring an aromatic substituent in the -position of 
the amide, is amenable to a variety of homologa-
tion lengths and substituents on the amide nitro-
gen. Incorporating an amidation step in the se-
quence and altering the conditions for the 
directing group removal allowed for the homologa-
tion of carboxylic acids as well. This strategy was 
utilized for creation of homologs of the anti-inflam-
matory drug isoxepac and the GPR120 agonist 
TUG-891.
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86% / 63% yield
87% / 76% yield 79% / 82% yield 93% / 73% yield

96% / 77% yield 86% / 33% yield

* First and second yield refer to isolated yields for amidine formation and isomerization, respectively.
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