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3. Timeline: 
 All laboratory analyses have been completed. Statistical analysis and manuscript 
preparation will start immediately upon approval of the manuscript proposal.   
 
4. Rationale: 
 Magnitude of the Problem: 
Type 2 Diabetes is a leading cause of morbidity and mortality in most developed 
countries and there is substantial evidence that it is assuming epidemic proportions in 
many developing and newly industrialized nations. (1) The associated microvascular 
complications (retinopathy, nephropathy and neuropathy) and macrovascular 
complications (ischemic heart disease, stroke and peripheral vascular disease) related 
with diabetes contribute to significant morbidity and mortality, reduced life expectancy, 
diminished quality of life and enormous health costs. (2) Diabetes is a considerable cause 
of premature mortality, a situation that is likely to worsen, particularly in low and middle 
ncome countries as diabetes prevalence increases. (3) Thus, there is a growing need for 
identification of the pathologic pathways of this disease with an ultimate aim of reducing 
the disease burden 
 
Role of IL-18: 
Increasing evidence suggests a role of pathophysiological factors involving 
proinflammatory cytokines, adipokines, and oxidative stress in insulin resistance and 
Type 2 Diabetes. (4) Several proteins have been identified in these inflammatory 
pathways, including the pro-inflammatory molecule Interleukin 18 (IL-18). IL-18 was 
first described as an interferon-γ inducing factor. (5) It is now known to have other 
functions, including augmentation of cell adhesion molecules, synthesis of nitric oxide, 
chemokine production, induction of Fas ligand and stimulation of tumor necrosis factor α 
(TNFα) and interleukin-6 (IL-6) production. (5) It is believed to be primarily produced by 
macrophages and dendritic cells throughout the body. (5) Though adipocytes have also 
been shown to produce IL-18, the non-adipocyte cells seem to be the major source of IL-
18 in the adipose tissue. (5, 6) It is also believed to be produced by muscles in the insulin-
resistant state. (7)  

IL-18 has been associated with insulin resistance measured by HOMA (8, 9) 
IVGTT (10) or clamps (11). Cross-sectional studies have also shown that levels of IL-18 
are higher in patients with type 2 diabetes when compared with the general population. 
(12, 13) In one prospective cohort, diabetes incidence was associated with higher levels 
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to describe unadjusted associations between study variables. In these analyses, weights 
are defined as the inverse of the ethnicity-specific sampling fractions, permitting 
statistical estimation and inference relevant to the entire cohort. Cox proportional hazards 
regression will be used to analyze the relation between plasma IL-18 levels and the time 
to onset of diabetes, with appropriate weighting for the stratified sample selection.  
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