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Oral hydrogel nanoemulsion co-delivery system treats inflammatory bowel disease via anti-inflammatory and promoting intestinal mucosa repair
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[bookmark: _Hlk141449432]Fig. S1. In vitro anti-inflammatory and synergistic effects between CUR and EMO. (A-C) The expression of TNF-α, IL-6 and IL-10 was detected by qRT-PCR when the CUR was 10 μg/mL and the EMO was 0, 5, 10, 15, 20 μg/mL, respectively. (B-D) The expression of TNF-α, IL-6 and IL-10 was detected by qRT-PCR when the EMO was 10 μg/mL and the CUR was 0, 5, 10, 15, 20 μg/mL, respectively. *p < 0.05, **p < 0.01, ***p < 0.001, ****p < 0.0001 vs LPS group.
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[bookmark: OLE_LINK2]Fig. S2. The expression of TNF-α was detected by qRT-PCR when CUR and EMO were 20 μg/mL in total. *p < 0.05, **p < 0.01, ***p < 0.001, ****p < 0.0001 vs LPS group.
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[bookmark: _Hlk141449452]Fig. S3. The anti-inflammatory effects of CUR and EMO were investigated by detecting TNF-α expression by western blot.
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[bookmark: OLE_LINK3]Fig. S4. Wound healing assay on colonic caco-2 cells to study the mucosal repair effects of CUR and EMO. Scale bar were 500 μm.
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[bookmark: _Hlk141449473][bookmark: _Hlk141521721]Fig. S5. The mucosal restorative effect of the CUR and EMO in caco-2. (A-C) The expression of the tight junction protein olaudin-1 was investigated by qRT-PCR. *p < 0.05, **p < 0.01, ***p < 0.001, ****p < 0.0001 vs LPS group.
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[bookmark: _Hlk141449568]Fig. S6. The protein levels of nuclear factor-κB (NF-κB) p65, phosphorylated NF-κB p65 (p-p65), IκBα, and phosphorylated IκBα (p-IκBα) were measured by western blot to study the inflammatory pathways in CUR and EMO.

[image: ]
[bookmark: _Hlk141449576]Fig. S7. Intuitive pictures of CUR/EMO NE on 1 days and 7 days.
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[bookmark: _Hlk141449584]Fig. S8. The rheological characterization of CUR/EMO NE@SA. (A-B) The strain scanning, (C) angular frequency scanning, (D) time modulus profile, (E-F) the shear mode.
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[bookmark: _Hlk141449592]Fig. S9. Scanning electron micrographs of CUR/EMO NE@SA under different pH conditions. The hydrogel in (A) SGF (pH 1.2), (B) SIF (pH 6.8) (C) SCF (pH 7.8).
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[bookmark: _Hlk141449599]Fig. S10. In vitro cytotoxicity results by MTT assay. (A-B) RAW 264.7 cells were treated with CUR、EMO、CUR/EMO、Blank NE、CUR/EMO NE、CUR/EMO NE@SA for 24 h, and the cell viability was determined by MTT assay. 
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[bookmark: _Hlk141449607]Fig. S11. Representative images of in vitro cell viability of RAW264.7 cells detected by Calcein-AM/PI staining. Green represents Calcein-AM fluorescence for live cells, red represents PI fluorescence for dead cells. Results are shown as mean ± SD (n = 3). Scale bar were 100 μm.
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[bookmark: _Hlk141449705]Fig. S12. DPPH antioxidant in vitro. The 200 μL of DPPH solution (0.04 mM) and CUR, EMO, CUR/EMO, Blank NE, CUR/EMO NE, CUR/EMO NE@SA were incubated for 30 min at room temperature in the dark, and the absorbance of the solutions was measured at 517 nm by multifunctional enzyme marker.
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