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Polyazacycloalkanes are known for their remarkable chelation properties, especially with cationic 
metals. Among them, cyclam and its functionalized derivatives have an outstanding affinity with Cu(II), 
whose copper-64 and copper-67 isotopes are of great interest for cancer imaging and therapy, 
respectively. In particular, TE1PA, a N-picolinate cyclam, forms an extremely stable and inert complex 
in vivo with copper-64.1 In view of these results, its bifunctional derivative was developed in order to 
perform further bioconjugation with a monoclonal antibody. This has led to an efficient 
radiopharmaceutical for multiple myeloma imaging.2 However, the use of an isothiocyanate as a 
coupling function is limiting due to a lack of specificity. 

In a new investigation step, we have developed a fast and efficient method based on the versatile 
CuAAC click reaction3 to synthesize a series of cyclams functionalized by a wide range of functions of 
interest.4 This methodology was then used to obtain a new bifunctional TE1PA derivative bearing a 
more specific bioconjugation function than isothiocyanate, allowing easier development of copper-
based radiopharmaceuticals for cancer imaging and therapy. 
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