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Human CD81, which is belonged to tetraspanin family, has been previously identified as a receptor for
the hepatitis C virus envelope E2 glycoprotein. The crystal structure of the human CD81 long

extracellular domain, binding site for E2 glycoprotein, is presented here at 1.6 resolution. The

tertiary structure of CD81-LEL, which is composed of five a-helices, is resemble for a
mushroom-shaped molecules(stalk and head subdomains) and forms a dimer in the crystalographic
asymmetric unit. The two disulfide bridges, which are conserved all the tetraspanin and are necessary for
CD81-HCV interaction, are stabilizing the conformation of the head domain. This head domain is
solvent exposed surface region and is locating the amino acid residues which is essential for the E2
binding. The hydrophobic cluster in this head domain may suggest that the presence of a docking site for
alow complementary surface cavity in the partner E2 glycoprotein.

We proposed that the dimer structure may be important in the interactions of HCV E2 glycoprotein
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and aso the viral protein may occur in dimeric aggregation on the HCV envelope. This common
structural motifs of the tetraspanin provides the first insight onto the mechanism of HCV binding to
human cell and may be targets for structure-based antiviral drug.
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	図７. プログラムDinoによるCD81-LELの分子表面。緑で示したのはヒトCD81-LELにおいて
	アフリカミドリザルで変異しているアミノ酸残基。赤は溶媒領域に突出して存在する
	疎水性クラスターを示している。Phe186が突き出しているのがよくわかる。

