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To investigate the 7m vivo interaction between GPCRs and membrane proteins by a
photo—cross—linking approach, a cross—linkable, non—natural amino acid was
site—specifically incorporated at various positions of the extra—cellular domain of
receptor—activity modified protein 1 (RAMP1) in mammalian cells. By exposing the cells
to the light at 365 nm, the RAMP1 variants, each containing the non—natural amino acid
at a specific site, were found to be efficiently cross—linked with the
calcitonin receptor—like receptor, which is a GPCR known to interact with RAMP1. These
variants were able to be cross—linked also with another GPCR, the calcitonin receptor.
This observation revealed that RAMP1 binds to these different types of GPCRs directly,
and the binding mode hardly changes, depending on the type of GPCR.
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