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Abstract: A large number of clinical studies have reported that patients with type 2 diabetes ( T2DM ) have a significantly
increased risk of fracture. Therefore, T2DM-induced osteoporosis is considered to be one of the most serious complications of
diabetes. Increased bone fragility is a typical feature of diabetic osteoporosis, and its pathogenesis is caused by multiple factors
including obesity, hyperinsulinemia, hyperglycemia, accumulation of AGEs and oxidation products, and the presence of
microangiopathy. These factors offset or promote each other during different stages of T2DM. If the balance of bone formation and
bone resorption is disrupted by the abnormal activation of some inflammatory factors such as TNF-a, IL-1, and IL-6, it will lead to
an increase in bone fragility. The changes in bone strength and fracture risk depend on the stage of disease progression. Therefore,
the pathophysiological changes of diabetic bone disease can be widely discussed by considering the early and late skeletal related
factors of diabetes, in which the early stage is characterized by insulin resistance and hyperinsulinemia, which lead to the onset of
diabetes and an increase in BMD in the initial stage. The late stage is characterized by the failure of beta cell, accumulation of AGEs

and oxidation products, and the accelerated development of aging and vascular complications. In order to clarify the pathogenesis of
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T2DM increasing the risk of bone fragility, we reviewed the relationship between different stages of T2DM and bone metabolism in

this paper. The result would play a positive role in the treatment of T2DM-induced osteoporosis and the reduction of fracture risk in

T2DM patients.
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