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Trivalent 1,3,5-Benzene 
Probe Platform

Introduction

Case studies

Creation of residue-selective biochemical probes and DNA-encoded chemical libraries often requires small and robust 
molecular platforms for attaching three functional groups with orthogonal reactivity. A trivalent sensor scaffold typically 
incorporates a selective electrophilic probe, such as sulfonyl fluoride (for Lys, Tyr), acrylamide (Cys), boronic acid (Ser, Thr), 
bromacetamide (Cys), aldehyde (Cys, Ser), alongside a chemical handle for click chemistry: alkyne, azide, and/or sulfonyl 
fluoride/fluorosulfate moieties.1-4 Discover Enamine’s collection of about 200 benzene-1,3,5-triyl (phentriyl) molecules bearing 
three orthogonally reactive groups! 
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peptide stappler binding Lys94 in MDM2
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trazodone analogues with a clickable probe
ChemBioChem 2016, 17, 1925
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bifunctional cysteine and lysine reactive probe
Anal. Chem. 2021, 93, 2610

lysine and tyrosine probe for mapping druggable protein sites
Nat. Chem. 2023, 15, 1616
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probe for surface exposed lysine residues
J. Am. Chem. Soc. 2020, 142, 3392
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human WD repeat-containing protein 5
sulfonylated at Tyr228
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(modified)

human heat shock protein 90-alpha
sulfonylated at Lys58
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