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Abstract: Cryptophycins, natural occurring cyclic depsipeptides, show high cytotoxicity against several 
cancer cell lines, even towards multi-drug resistant (MDR) cancer cell lines [1,2]. These characteristics 
made the synthetic analog cryptophycin-52 (LY355703) a promising drug for cancer treatment. However, 
the clinical trials had to be discontinued because of neurotoxic side effects and lacking efficacy in vivo. 
Selectivity issues may be tackled with in a directed therapy approach. The lack of an addressable functional 
group in cryptophycin-52 hampers the conjugation to a homing device. We developed efficient strategies 
for the total synthesis of cryptophycins and their analogues taking specific emphasis on the synthetically 
most challenging unit A [1,2]. Structure-activity relationship (SAR) studies have been done aiming at the 
introduction of a new functional group for bioconjugation while maintaining the high biological activity of 
the parent compound [3]. In addition, cryptophycin conjugates with peptides and antibodies have been 
developed for targeted delivery in tumour therapy [4]. 
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