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Drug platforms

3D structure of 
human histamine H1 
receptor (HRH1) to 
aid development of 
antagonists

The 3D structure of HRH1 could help guide the rational design of new 
antagonists of the target. A crystal structure of HRH1 showed that the 
first-generation HRH1 antagonist doxepin interacts directly with Trp428 
in the receptor’s ligand-binding pocket. Modeling studies suggested that 
the increased selectivity of second-generation HRH1 antagonists could 
be due to an interaction between the compound’s carboxyl group and the 
receptor’s Lys191 and/or Lys179 residues. Next steps could include using 
the 3D structure to guide the development of new HRH1 antagonists. 
Somaxon Pharmaceuticals Inc. markets Silenor doxepin to treat 
insomnia.
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