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Butyrate acts through HDAC inhibition to enhance aryl hydrocarbon receptor activation by gut microbiota-derived ligands - PMChttps://www.ncbi.nlm.nih.gov/pmc/articles/PMC9336500/
[bookmark: _Toc2]Article summary:
1. This study investigated the effect of a combination of metabolites on the activation mechanism of AhR.
2. Butyrate was found to be the most potent activator of AhR in human cell lines and explants, and it acts by inhibiting histone deacetylases (HDAC) to increase recruitment of AhR to target gene promoters in the presence of tryptophan-derived agonists.
3. The synergistic effect between butyrate and Trp-derived agonists was transposable ex vivo on human intestinal explants, confirming its relevance in humans.
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May be slightly imbalanced: The article presents the information in a generally reliable way, but there are minor points of consideration that could be explored further or claims that are not fully backed by appropriate evidence. Some perspectives may also be omitted, and you are encouraged to use the research topics section to explore the topic further.
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This article provides an interesting insight into the role of gut microbiota-derived metabolites in modulating AhR activation induced by Trp metabolites. The authors have conducted a systematic screen in vitro to identify which metabolites activate AhR, and they have found that short-chain fatty acids (SCFAs), particularly butyrate, are the most potent activators. They then demonstrate that butyrate does not bind directly to AhR but instead synergizes with known ligands to enhance its activation, which is confirmed both in vitro and ex vivo on human intestinal explants. Furthermore, they show that butyrate acts by inhibiting HDACs to increase recruitment of AhR to target gene promoters in the presence of tryptophan-derived agonists.
The article is generally well written and provides a comprehensive overview of the research conducted by the authors. The methods used are clearly described and appropriate for this type of research, and all results are presented accurately and objectively. However, there are some potential biases that should be noted when considering this article's trustworthiness and reliability. Firstly, there is no discussion or exploration of possible risks associated with using SCFAs as a means to activate AhR; while this may not be relevant for this particular study, it is important to consider any potential risks before making any conclusions about their use as an activator for therapeutic purposes. Additionally, there is no mention or exploration of any counterarguments or alternative explanations for their findings; while this may not be necessary for this particular study, it would be beneficial if these were discussed so as to provide a more balanced view on their results. Finally, there is also some promotional content present throughout the article; while this does not necessarily detract from its overall quality or validity, it should still be noted when assessing its trustworthiness and reliability.
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· AhR activation risks
· AhR activation alternatives
· AhR activation therapeutic applications
· Short-chain fatty acids therapeutic applications
· HDACs role in AhR activation
· AhR recruitment to target gene promoters
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