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A Repurposed Chemotherapy Drug as C1 Synthon

Significance: The reagent diazomethane is em-
ployed in the formation of methyl esters, as well as 
for cyclopropanation reactions; however, it poses a 
severe risk of explosion and inhalation toxicity. In 
the search for alternative reagents, the authors 
identify the cancer chemotherapy drug temozolo-
mide (TMZ), which is designed to methylate DNA in 
cancer cells.

Comment: TMZ is a weighable solid, non-explo-
sive and not acutely toxic. Upon hydrolysis and re-
lease of methyl diazonium, TMZ methylates a broad 
range of carboxylic acids. Notably, the protecting 
groups THP and MOM are stable to the reaction 
conditions. Furthermore, catalysis with Fe(TPP)Cl 
enables the cyclopropanation of several styrenes.
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