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(S)-N3-(4-methoxyfumaroyl)-2,3-diaminopropionic acid (FMDP) is a potent 
glucosamine-6-phosphate synthase inhibitor that displays high affinity to the fungal 
enzyme [1]. Simultaneously, due to its highly hydrophilic character, it also exhibits 
poor biological activity against fungal cells, caused by highly reduced fungal cell 
membrane permeability. 

The idea of ‘trimethyl lock’ (TML) systems is based on a rapid lactonization 
of o-hydroxydihydrocinnamic acid derivatives and are often used as a molecular 
triggers in conjugation chemistry for controlled drug release in a presence of various 
enzymes or other specific conditions [2].  

Herein we propose chemical synthesis and biological activity evaluation of the series 
of compounds (1a-e) which can be described as esterase-sensitive FMDP-TML 
conjugates exhibiting increased lipophilic character in comparison to FMDP molecule. 
We expect that presented FMDP-TML conjugates (1a-e) should provide improved 
permeability of fungal cell membrane and allow to release FMDP molecule in native 
form inside pathogenic fungal cell.      
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