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Supplemental Figures
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Supplemental Figure 1 : CD36 and GPR120 siRNA downregulate the expression of their respective protein expression in RAW264.7 cells
The RAW264.7 cells were untreated or treated with non-trageting siRNA (NT) or with CD36 or GPR120 siRNA for 48 hrs and the western blots were performed as described in Methods section. Non-targeting siRNA was used as control for siRNA.
The lower panel shows the histograms (mean±SEM) of the scanned western blots of the respective groups (upper panel) (n=5). The asterisk (*) shows the significant differences between two groups (p<0.001). Nonparametric Mann–Whitney test was employed.
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Supplemental Figure 2: NKS3 failed to decrease LPS-induced TLR-4 expression in RAW264.7 cells
The RAW264.7 cells were treated or not (control) with LPS or both LPS + NKS3 for 24 hrs and the western blots were performed as described in Methods section.
The lower panel shows the histograms (mean±SEM) of the scanned western blots of the respective groups (upper panel) (n=5). The asterisk (*) shows the significant differences between groups (p<0.001). NS = insignificant differences. Nonparametric Mann–Whitney test was employed.
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Supplemental Figure 3 : NKS3 does not affect cell viability

The RAW264.7 cell viability was assessed by crystal violet staining after 24h of treatment with NKS3 (50 uM). Results are shown for n=6.

Results expressed as median with interquartile range. NS means insignificant differences according to nonparametric Mann—Whitney test. Ctrl
= Control
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Supplemental Figure 4 : NKS4 decreased LPS-induced inflammation in RAW264.7 cells

The inducible nitric oxide synthase (iNOS) and arginase (Argl) mRNA expression were measured by qPCR in RAW264.7 cells treated with
NKS3 at 50 uM (for 2h) and AH-7416 at 25 uM (for 1hr) and then with LPS at 10 mg/ml for 24rs. Results are shown for n=6 samples.
Results are expressed as median with interquartile range. *: p<0.05; **: p<0.01. Nonparametric Mann—Whitney test was employed.
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Supplemental Figure 5 : NKS3 induced release of GLP-1 from STC-1 cells
The STC-1 parental cells or STC-1 cells-stably transfected with CD36 (STC-1/CD36) were transfected with non-targeting (NT) siRNA, or

GPR120 siRNA or CD36 siRNA as described in Materials and Methods section. The cells were incubated with NKS3 for 1 hr. The culture
supernatants were used for the determination of GLP-1 as described in Materials and Methods section. Results are shown for n=6 samples.
Results are expressed as mean+SEM. *: p<0.001; NS : insignificant differences; Nonparametric Mann—Whitney test was employed.
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Supplemental Figure 6 : NKS3 decreased LPS-induced inflammation in mice lung

Interleukin-1p ((IL-1f), tumor necrosis factor- o (TNF)-a and interleukin-6 (IL-6) mRNA expression was measured by RT-qPCR in the lung from
mice, 24 hours after intratracheal injection of NaCl concentration at 0.9%, w/v, (Ctrl, control) or LPS (1.5 mg-kg—1, n=4-8). Results shown for n= at
least 4. Results expressed as median with interquartile range. *: p<0.05; **: p<0.01. all nonparametric Mann—Whitney test.
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Supplemental Figure 7 : NKS3 increased LPS-induced intestinal length and spleen weight in mice

Intestin length and spleen mass were measured in mice 24 hours after intraperitoneal injection of NaCl (0.9%, w/v, ctrl = control) or LPS (15 mg-kg—1,
1n=4-8). Results expressed as median with interquartile range. *: p<0.05; **: p<0.01; all nonparametric Mann—Whitney test.
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Supplemental Figure 1 : CD36 and GPR120 siRNA downregulate the expression of their respective protein expression in RAW264.7
cells

The RAW264.7 cells were untreated or treated with non-trageting siRNA (NT) or with CD36 or GPR120 siRNA for 48 hrs and the western
blots were performed as described in Methods section. Non-targeting siRNA was used as control for siRNA.

The lower panel shows the histograms (mean+SEM) of the scanned western blots of the respective groups (upper panel) (n=5). The asterisk
(*) shows the significant differences between two groups (p<0.001). Nonparametric Mann—Whitney test was employed.
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Supplemental Figure 2 : NKS3 failed to decrease LPS-induced TLR-4 expression in RAW264.7 cells

The RAW264.7 cells were treated or not (control) with LPS or both LPS + NKS3 for 24 hrs and the western blots were performed as
described in Methods section.

The lower panel shows the histograms (mean+SEM) of the scanned western blots of the respective groups (upper panel) (n=5). The asterisk

(*) shows the significant differences between groups (p<0.001). NS = insignificant differences. Nonparametric Mann—Whitney test was
employed.




