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Hemocyanin is an oxygen transporter of mollusks. Squid hemocyanin is a huge
cylindrical protein complex with a molecular mass approximately 4 MDa. In a previous study, we
determined crystal structure of squid hemocyanin at 3.0 angstrom resolution. However, due to the
crystal packing and symmetry of the outer wall region, we could not determine precise structure of
the inside domains. Therefore, in the present study, we used cryo-electrom microscopy single
particle analysis method to determine the structure. The revealed strcutre showed that the inner

domains are arranged asymmetrically. As well, insight into molecular evolution of hemocyanin was
revealed.
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