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[Abstract] Objective To investigate the effects of linagliptin on metabolic endotoxemia in rats with
type 2 diabetes mellitus (T2DM ) induced by high fat feeding and low dose streptozotocin (STZ ). Methods
Ten of the 30 healthy male Sprague-Dawley rats were selected as normal control group according to random
number and received basic diet, whereas the other 20 rats were fed with high-fat diet for 8 weeks and
then treated with STZ intraperitoneal injection (35 mg/kg) once to induce T2DM. Diabetes was successfully
induced in 16 rats which were then randomly divided into linagliptin treatment group (3 mg-kg™+d™' gavage,
n=8) and T2DM control group (equivalent normal saline,n=8 ) according to random number. Four weeks
later , fasting blood glucose , fasting blood insulin (FINS), triglyceride, total cholesterol, portal blood plasma
lipopolysaccharide(LPS ), tumor necrosis factor-a (TNF-a ), interleukin 6(I1-6) and diamine oxidase(DAQO)
were measured. Homeostasis model assessment-insulin sensitive index (HOMA-ISI) and homeostasis model
assessment-insulin resistance index (HOMA-IR ) were calculated. Results Compared with normal control
group , the levels of fasting blood glucose, FINS, HOMA-IR, triglyceride, total cholesterol and body weight were
all significantly increased in T2DM control group , whereas the In (HOMA-ISI) was signifi-cantly reduced;
compared with T2DM group, indexes mentioned above except body weight were all improved in linagliptin
treatment group (F =39.18-136.74, all P <0.01) ; compared with normal control group, the levels of
portal blood plasma LPS,TNF-« ,1L-6 and plasma DAO increased in T2DM control group,but indexes
mentioned above were all decreased in linagliptin treatment group( F =18.13-51.43, all P<<0.05). Conclusion
Linagliptin can improve the metabolic endotoxemia in rats with T2DM induced by high fat feeding and STZ, and
attenuate systemic inflammation response.
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