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537  AJ: adherens junction. Des: desmosomes. (B) Gut permeability as measured by FITC-
538  Dextran plasma level in WT and CgA-KO mice (n=7; Welch'’s t test). (C) Relative mRNA
539  expression of genes in tight junction (Cldn2, Ocln, Marveld2, F11r, and Tjp1) (n=8, 2-way
540  ANOVA), adherens junction (Ctnna1, Ctnnb1, and Cdh7) (n=8; 2-way ANOVA), and
541 desmosome (Dsg2) (n=8; Welch'’s t test) in colon of WT and CgA-KO mice. Comparable
542  expression of (D) proinflammatory genes (Tnfa, Ifng, Cxcl1, Ccl2, Emr1, ltgam, and ltgax),
543  and (E) proinflammatory proteins (Tnfa, Ifny, Cxcl1, and Ccl2) in colon of WT and CgA-
544 KO mice (n=8, 2-way ANOVA). Increased expression of (F) anti-inflammatory genes
545  (Arg1, Tgfb1, Clec7a, and Clec10a) and comparable expression of anti-inflammatory
546  genes (//4, 1110, and Mrc1), and (G) anti-inflammatory protein (1110) in colon of WT and
547  CgA-KO mice (n=8; 2-way ANOVA or Welch’s t test). (H) Comparable expression of
548 s100a9 gene and decreased expression of calprotectin protein in CgA-KO colon (n=5;
549  Welch’s t test). **: P<0.01; ***P<0.001.

550

551 Fig. 7. Altered microbiome composition in CgA-KO mice and CST and PST
552  oppositely regulate gut permeability. (A) Microbiota composition of cecum of WT and
553 CgA-KO mice for main bacteria phyla and the geni within the Bacteriodetes and
554  Firmicutes. (B) Scheme of CgA indicating the positions of the peptide products vasostatin
555 1, PST, CST and serpinin. (C) Gut permeability as measured by FITC-Dextran plasma
556 levels in WT, CST-KO and CgA-KO mice treated with saline or CST (n=8; 2-way ANOVA)
557 and in CgA-KO mice treated with PST or a combination of PST and CST (n=8; 1-way
558 ANOVA). (D) Model of gut barrier regulation by CST and PST. ***P<0.001.
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