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Abstract: The cyclic dinucleotide c-di-GMP is known as an important second messenger in bacteria, which controls

various important cellular processes, such as cell differentiation, biofilm formation and virulence factors production. It is
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extremely vital for the development of new antibacterial agents by virtue of blocking c-di-GMP signal conduction. Current
research indicates that there are three potential targets for discovering new antibacterial agents based on c-di-GMP
regulated signal pathway, which are c-di-GMP synthases, ¢c-di-GMP degrading enzymes and c-di-GMP receptors. Herein,
we review small molecules that have been developed to inhibit c-di-GMP related enzymes and indicate perspectives of
c-di-GMP inhibitors.
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Fig. 1 The c-di-GMP mediated signaling pathway and the corresponding inhibitors. DGCs and PDES respond to
different input signals through their amino-terminal sensory domains and balance the c-di-GMP level by their antagonistic
activities. Multiple numbers of DGCs and PDEs are often found associated with sensor domains such as PAS for sensing
gaseous ligands such as O,, CO,, NO etc. and BLUF for sensing light.
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