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Discussion 

To our knowledge, this is the first report showing that combination of type 2 DM and 

high inflammatory marker (hs-CRP) had significant association with incidence rates of 

bone fracture among a large-scale Japanese cohort. In this study, in both men and 

women, fracture risk was associated with aging, low BMD, previous fracture, and CRP. 

Male participants with type 2 DM had a high risk of incident fracture after adjustment 

for other confounders. Participants with type 2 DM and high CRP level had a 

significantly increased risk of incident fracture in both men and women. CRP was a 

significant risk factor of incident fracture in both men and women. Some reports shows 

CRP and other inflammatory markers associate with not only atherosclerotic diseases 

but also bone fracture11,12. In animal studies, inflammatory cytokines such as tumor 

necrosis factor (TNF)-α and interleukin (IL)-1 were proved to increase bone resorption 

by activating osteoclasts. 
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