Blocking IL1, IL33 and IL36 signaling by an anti-IL1RAP antibody is an efficient anti-inflammatory treatment

870  that improves heart function in a model of autoimmune myocarditis.
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INTRODUCTION ILLRAP inhibition modulates local and systemic inflammation ILLRAP blockade, but not anti-IL13, ILLRA or prednisone, has a therapeutic effect

on heart function in EAM

The IL1 receptor accessory protein (ILLRAP) is a coreceptor for the IL1, IL33, and IL36 receptors. We have Psoriasis Psoriatic arthritis
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concentrations after stimulation with the indicated cytokines and reporter gene activation was measured.
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inflammation and improves cardiac function in myocarditis.
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Figure 2. ILIRAP blockade decreased inflammation in a model of monosodium urate crystal (MSU) induced acute peritonitis. MSU was given Figure 4. mCAN10 reduces cardiac inflammation and fibrosis in experimental autoimmune myocarditis (EAM). EAM was induced by References: 1) De Luca et al, 2018, Front. Immunol. 9,1355 2) Abbate et al, 2020, Circ. Res;126, 3) Choi et al., 2020, Cell Reports;30. 4) Luo et al., 2020, Med Sci
i.p. at 0 hours and mice were terminated after 6 hours. Infiltrating cells and cytokines were measured in the peritoneal lavage. A. ILIRAP KO immunizing Balb/C mice with aMHC peptide on day 0 and 7. Treatment with mCAN10 or isotype control started day 7, or day 14, and heart Monit, 26.
mice display a significant decreased response vs WT mice, with the largest effect on infiltrating neutrophils and monocytes. B,C: Treatment with function was analyzed by echocardiography at days 0, 28 and 42. Hearts from mice treated from day 14 were stained with H&E, to assess the
mMCAN10 (anti-mouse ILIRAP surrogate of CAN10, 20 mg/kg at -1h) or an equimolar concentration of ILIRA (IL1 receptor antagonist, blocking degree of inflammation, and with Masson Trichrome, to quantify the collagen percentage. A: mCAN10 significantly decreased the infiltrating
IL1at and IL1B, 2.3 mg/kg at -1h) significantly reduced the number of infiltrating neutrophils and monocytes in the peritoneal cavity. D: mCAN10 inflammatory cells in the myocardium. B: mCAN10 decreased the cardiac fibrosis in the myocardium as depicted in blue stained area (collagen) ®
and IL1RA significantly decreased IL-6 and G-CSF compared to control. mCAN10 had a more potent effect on IL6 and also reduced eotaxin, IL-5, and in percentage compared to isotype control. Balb/c n=10, aMHC: alpha myosin heavy chain peptide (100 ug), CFA: Freund’s complete Lu N D u N IVE RS ITY . a n a r I a
MCP-1 and MIP-1p. *p<0.05, **p<0.01, ***p<0.005, ****p<0.001. adjuvance *p<0.05, **p<0.01, ***p<0.005




