Gut Bacterial Conversion of Endogenous Corticoids into GALFs
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3B5a 11keto THP has low IC50 towards human 113-HSD2 21-dehydroxylation of THB to 3a58 1130H THP
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Glycyrrhetinic acid, a compound found in black licorice promotes hypertension when overconsumed. Data by Seraina Moser in the Odermatt lab Patient 1-Derived Organoids Actinobacteria: Gordonibacter pamelaeae &
On the left, the IC50 of 35a 11keto THP is 54.3 against endogenous 11-HSD2 in a human colon epithelial cell line. On the right,
100 nM 3B5a 11keto THP reduces 113-HSD2 activity in patient-derived colon organoids.by half. - .
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The body maintains blood pressure homeostasis through release of aldosterone when blood pressure is low. Aldosterone activates o Actinobacteria: Gordonibacter pamelacae or Eqgerthella lenta
the mineralocorticoid receptor (MR), the downstream effects of which are increasing blood pressure to homeostatic levels. Cortisol
has the same binding affinity to MR but is deactivated through the action of the enzyme 113-HSD2. GALFs block 113-HSD2, : : : : :
glea diné to increased activation of MR t%rough cortisol and potgntial hSpe rtension ¥ Previous work in the lab has shown that gut microbes from the Eggerthella and Gordonibacter genus 21-dehydroxylate steroids
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David Morris’ group identified endogenous steroid metabolites that inhibit 113-HSD2 and hypothesized that gut bacteria could
convert endogenous steroids into GALFs.

Ongoing and Future Work

Goal: Elucidate bacterial production of the GALF 3B5a 11keto THP from 3a58 THB.
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through targeted MS2 and spike-in with a standard.
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