
 

Molecules on Demand 
Mild Electrophilic Warheads for Covalent Binding  
 

The idea of navigating chemical space to cherry-pick molecules of interest for custom synthesis is gaining popularity 
in the drug discovery community. The “on-demand” approach is an attractive strategy if the desired molecule is relatively 
unstable and a freshly made sample is important for obtaining reproducible results. This is especially true of molecules that 
have an electrophilic covalent reactive group (also called a “warhead”) which are commonly used for the covalent targeting 
of proteins and nucleic acids [1]. Ironically, many such molecules have been labeled “promiscuous binders” and deliberately 
eliminated form commercially available screening collections. 

 
At Asinex, we have developed a virtual library which allows for flexible synthesis and delivery “on-demand”. The 

current virtual library of 12K+ entities has been created by coupling a representative set of in-stock primary and secondary 
amines with selected acids and aryl bromides containing a covalent warhead moiety targeting Cys (Fig.1). The one-step 
synthetic protocol allows us to synthesize the target molecule translating into a high delivery rate for a typical order selection 
of 10 to 100 molecules.  

 
 
Figure 1 

 
 

Virtual libraries and the “on-demand” model oriented toward other side chain residues (e.g. Ser, Lys) are available 
upon request. Design possibilities span from fragments to macrocyclic entities customized with a specific warhead group. 
 
For any requests please contact: lsadovenko@asinex.com 
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