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Figure S1. Weight gain and lipid perturbations in HFD-fed Dsg2mutmut mice. (A) Body weight (BW) of mice was recorded
weekly for the duration of the 8-week study between Dsg2mut/mut mice fed chow (Dsg2mut/mut + Chow) or HFD (Dsg2mut/mut +
HFD). * p < 0.05 for Dsg2mutmut + HED vs Dsg2mut/mut + Chow at 16 weeks of age via two-way ANOVA with Tukey’s posthoc
analysis. Plasma markers were analyzed via Piccolo discs from 16-week-old mice for (B) triglycerides (TG); (C) very low-
density lipoprotein (VLDL); (D) non-HDL cholesterol (nHDL-c); (E) the ratio of total cholesterol/high density lipoprotein
(TC/HDL Ratio); (F) alanine aminotransferase (ALT); (G) aspartate aminotransferase (AST); and (H) glucose. Data
presented as mean+SEM; n>7 mice/cohort/parameter; ns, not significant; * p < 0.05, ** p < 0.01, ** p < 0.001, and **** p <
0.0001 via one-way ANOVA with Tukey’s posthoc.
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Figure S2. Increased myocardial inflammatory cytokines from Dsg2mumut mjce fed a HFD. Fold-change and p-values, assessed via
one-way ANOVA with Tukey’s posthoc analysis from 16-week-old Dsg2mu/mut mice fed chow or HFD (Dsg2mut/mut + Chow and Dsg2mut/mut
+ HFD; respectively) and WT mice fed chow (WT + Chow).
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Figure S3. Associations between cardiac inflammatory markers in Dsg2mwmut mice via STRING analysis. (A-C) Predicted protein-
protein interactions from 16-week-old mice via STRING analyses from cytokines that were significantly upregulated in (A)
Dsg2mutmut mice fed chow (Dsg2mumut + Chow) vs WT mice fed chow (WT + Chow); (B) Dsg2™u/mut mice fed HFD (Dsg2mwmut + HED) vs
WT + Chow; and (C) Dsg2mutmut + HED vs Dsg2mutmut + Chow. Periostin, Postn; tumor necrosis factor alpha, Tnfa; pentraxin-3, Ptx3;
pentraxin-2, Nptx2; matrix metalloproteinase-2, -3, and -9, Mmp-2, Mmp-3, and Mmp-9, respectively; osteopontin, Spp1; lipocalin-2,

Len2; myeloperoxidase, MPO; Resistin, Retn; C-X3-C motif chemokine ligand-1, Cx3cl1; and C-C motif chemokine ligand-21, Ccl21a.






