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Despite three decades of extensive studies on human apolipoprotein A-I (apoA-I), the major protein component in
high density lipoproteins, the molecular basis for its antiatherogenic function is elusive, in part due to lack of a
structure of the full-length protein. We describe here the crystal structure of lipid-free apoA-I at 2.4 A. The structure
shows that apoA-I is comprised of an amino-terminal four-helix bundle and two carboxy-terminal helices. The N-
terminal domain plays a prominent role in maintaining its lipid-free conformation, indicating that mutants with
truncations in this region form inadequate models for explaining functional properties of apoA-I. This structure
provides for the first time a much-needed structural template for exploration of molecular mechanisms by which
human apoA-I ameliorates atherosclerosis and inflammatory diseases.



