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Molecular mechanism of reversible coaggregation of M-ficolin-C-reactive protein
complex
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Human C-reactive protein (CRP) and M-ficolin are the pathogen-recognition
proteins of the innate immune system. It was newly found that a mixture of both proteins reversibly
co-aggregates in a calcium-dependent manner. The molecular mechanism of the co-aggregation of CRP
and M-ficolin ligand-binding domain (FD1) is investigated. FD1 was found to bind to the
ligand-binding site of CRP through intrinsic calcium ions in CRP. The ligand-binding site of FD1 was
suggested to contribute to the solubility of the FD1-CRP complex. In addition, it was found that
the mutation of Asp-282 of FD1, which locates at its ligand-binding site, to Asn results in more
than 2-fold higher co-aggregation activity with CRP as compared with the case using the wild-type
FD1.
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