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Abstract

With increasing incidence over the past 20 years, Inflammatory Bowel Diseases (IBDs) affect over 30 million people world-wide. They are debilitating, significantly affect life-style, carry a high colon cancer risk, and create a global economic burden of ~$40 billion. Because current FDA- approved drugs are associated with dangerous and deadly side-effects, and outcomes are marginal; ~50% of patients turn to less toxic Complementary and Alternative Medicines (CAMs). It is therefore critical to identify CAMs that work, the ingredient(s) in them that have efficacy (so that this ingredient can be standardized as a stand-alone product; or in a cocktail), and the mechanisms by which they behave. We therefore tested the efficacy of 10 putative and current anti-colitis compounds in a dextran sulfate sodium (DSS) mouse model of colitis. Taking into account cox2 activity, colon length, body weight, and colon histology score (quantifying colonic inflammation/ulceration), we calculated a composite score to assess biological potency of each tested agent. All successfully suppressed the progression of colitis in a dose-dependent manner.  The best performing agent was a compound isolated from American Ginseng (AG), called Panaxynol.  Panaxynol was over two-fold more efficient at suppressing colitis than FDA-approved drugs such as 5-ASA and Olsalazine / Cyclosporine A combinations.  In examing the mechanism of action, we have identified macrophages as a target of panaxynol and that panaxynol appears to suppress colitis by driving apoptosis in p53-positive macrophages.  Overall, these preclinical findings in animals set the stage for moving panaxynol and it’s parent compound (AG) into clinical trials.
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