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Supplementary Figure 1. PKR deficiency did not alter TNF and IL-6 production from NP cells.
Immunohistochemistry staining of NP tissue from PKR+/+ and PKR-/- mice treated with either regular diet or high-fat diet for 14 months; scale bar=50um, n=3.
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Supplementary Figure 2. PKR is important for NP cells pyroptosis and HMGB1 release.
[bookmark: OLE_LINK210][bookmark: OLE_LINK211][bookmark: OLE_LINK208][bookmark: OLE_LINK209][bookmark: OLE_LINK212][bookmark: OLE_LINK217][bookmark: OLE_LINK218](A) NP cells from PKR+/+ or PKR-/- mice were treat with palmitic acid. HMGB1 level in the supernatant was determined by ELISA; **p < 0.01 by Student’s t test, n=3. (B) NP cells were treated with palmitic acid in the presence of indicated concentration of 2-AP. PKR phosphorylation and total PKR level in cell lysates were assessed by western-blot, n=2. (C) NP cells were stimulated with ATP or MSU as indicated. PKR phosphorylation and total PKR level in cell lysates were assessed by western-blot, n=2. (D) NP cells from PKR+/+ or PKR-/- mice were stimulated with ATP or MSU as indicated. HMGB1 levels in the supernatant were determined by ELISA, ***p < 0.001 by Student’s t test, n=3. (E) NP cells were treated with MSU or 2-AP as indicated; Supernatant was detected by ELISA, **p < 0.01, ***p<0.001 by Student’s t test, n=3.
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Supplementary Figure 3. PKR is important for inflammasome activation.
[bookmark: OLE_LINK215][bookmark: OLE_LINK216](A) PKR+/+ or PKR-/- NP cells were stimulated as indicated. Caspase-1 activation and IL-1β cleavage were assessed by Western blot, n=3. (B-C) PKR+/+ or PKR-/- NP cells were treated with palmitic acid or MSU as indicated. IL-1β, TNF, and IL-6 levels were measured in the supernatant by ELISA, ***p<0.001 by Student’s t test, n=3. (E-F) NP cells were transfected as indicated. Caspase-1 activation and IL-1β cleavage were assessed by Western- blot, n=2. (G) PKR+/+ or PKR-/- NP cells were treated with palmitic acid. Cell lysis was obtained and the NLRP3 expression was assessed by Western-blot, n=3.
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[bookmark: OLE_LINK221]Supplementary Figure 4. Localization of dsRNA and PKR.
[bookmark: OLE_LINK220][bookmark: OLE_LINK193]Co-localization of dsRNA with PKR in response to palmitic acid treatment was analyzed via immunofluorescent staining, scale bar=20μm, n=3
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Supplementary Figure 5. Metformin protects mitochondria
[bookmark: OLE_LINK154][bookmark: OLE_LINK159][bookmark: _GoBack](A) The effect of metformin on mitochondrial membrane potential in OligoA treated NP cells, scale bar=20um, n=3. (B) The effect of metformin on dsRNA expression in OligoA treated NP cells. Mitochondria and nuclei are stained with MitoTracker Deep Red and Hoechst, respectively, scale bars=20um, n=3.
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