Supplementary Figure Captions

Figure S1. Oral administration of 50 mg/kg b.w. and higher doses TiO2 NPs increased plasma glucose. (A) Titanium concentrations of mouse tissues after mice were orally administered TiO2 NPs for 26 weeks. (B) Plasma glucose levels of mouse tail veins. (C) Time course of changes and AUC in plasma glucose levels during the OGTT. (D) Time course of changes and AUC in plasma insulin levels during the OGTT. *P < 0.05; #P < 0.05 vs. 0 group; $P < 0.05 vs. 0, 10 and 20 groups. Results are mean ± SE (n = 10).

Figure S2. Oral administration of 50 mg/kg b.w. and higher doses TiO2 NPs changed gene expression of mice. (A) ER stress-related genes validated by RT-qPCR. (B) Inflammation-related genes validated by RT-qPCR. (C) ROS-related genes validated by RT-qPCR. (D) Nrf2 pathway-related genes validated by RT-qPCR. *P < 0.05. Results are mean ± SE (n = 10).

Figure S3. Oral administration of 50 mg/kg b.w. and higher doses TiO2 NPs changed protein expression of mice. (A) Protein expression of ER stress markers and the ratios of ER stress markers. (B) Protein expression of caspase 3, IRS1, Akt and the ratios of each protein. (C) Protein expression of inflammation markers and the ratios of inflammation markers. *P < 0.05. Results are mean ± SE (n = 10).

[bookmark: _GoBack]Figure S4. Oral administration of 50 mg/kg b.w. and higher doses TiO2 NPs changed metabolic values of mice. (A) Levels of TNF- and IL-6 in mouse serum. (B) Levels of T-SOD in serum and livers. (C) Levels of GSH in serum and livers. (D) Levels of MDA in serum and livers. *P < 0.05. Results are mean ± SE (n = 10).

