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Figure 100 Proposed relationship between NKT cells and atherosclerosis.
A: Under baseline conditions CD1d expression of antigen presenting cells (APC) is properly maintained. The interaction of phos-
pholipids and CD1d can regulate the production of IL-4 and IL-10 from NKT cells in a reasonable manner, thus modulating the

immune reaction in the vessel wall.

B: In the atherosclerotic vessel wall coronary risk factors such as hyperlipidemia can increase the expression of CD1d in the APC,
which results in over-activation of NKT cells. Increased production of proinflammatory cytokines by NKT cells can induce inflam-

matory reactions in the vessel wall and exacerbate atherosclerosis.
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Atherosclerosisis an inflammatory disease. Lymphocytes are involved in its development. The role of accumulated
lymphocytesin vessel injury remains undetermined. Natural killer T (NKT) cells have intriguing characteristics such as
self-reactivity and a capacity to rapidly secrete large quantities of cytokines. They can recognize lipid antigens presented
by CD1d, and have a potent ability to produce interferon (IFN)--y, a potentially pro-atherogenic cytokine. In addition to
NKT cells accelerating atherosclerosis in mice, macrophages that had incubated with oxidized low-density lipoproteins
(LDL) showed enhance went in CD1d levels, resulting in inducing NKT cellsto produce IFN-y. Native LDL had no effects.
To determine the etiological role of NKT in human cells profiling was performed using flow cytometry in patients with
angina. Frequencies of Va24-V 311 double positive NKT cells in peripheral blood were significantly decreased in
patients with angina compared with controls. There were no significant differences in the values between unstable and
stable angina. A close correlation between accumulation of risk factors and reduction of NKT cellswas observed. These
experimental and clinical studies suggest that synergy among hyperlipidemia, oxidative stress and NKT cell activation
accelerates coronary atherogenesisin angina (J Jpn Coll Angiol, 2005, 45: 929-932)
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