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[bookmark: _Toc2]Article summary:
1. Unrestrained poly-ADP-ribosylation provides insights into chromatin regulation and human disease.
2. ARH3/ADPRHL2 and PARG are the primary enzymes reversing ADP-ribosylation in vertebrates, yet their functions in vivo remain unclear.
3. Loss of ARH3 is a mechanism of PARP inhibitor resistance, which can be exploited in cancer therapy.
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Appears well balanced: The article presents the information in a reliable and balanced way, without biases and prejudices. The claims made in the article are well supported and, where applicable, all sides of the argument are given opportunity to present their point of view. The article appears trustworthy and reliable.
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The article “Unrestrained poly-ADP-ribosylation provides insights into chromatin regulation and human disease” is a well-researched piece that provides an overview of the role of ADP-ribosylation in chromatin regulation and its implications for human health. The authors provide evidence to support their claims, such as the demonstration that endogenous MARylation persists on chromatin throughout the cell cycle, including mitosis, and is surprisingly well tolerated; however, persistent PARylation is highly toxic and has distinct physiological effects. Furthermore, they reveal a synthetic lethal interaction between ARH3 and PARG and identify loss of ARH3 as a mechanism of PARP inhibitor resistance, both of which can be exploited in cancer therapy. 
The article does not appear to have any biases or one-sided reporting; rather it presents both sides equally by providing evidence for each claim made. Additionally, all claims are supported with evidence from research studies conducted by the authors or other researchers in the field. The article also does not contain any promotional content or partiality towards any particular point of view; rather it presents an unbiased overview of the topic at hand. Finally, possible risks associated with ADP-ribosylation are noted throughout the article, making it clear that further research needs to be done before any definitive conclusions can be drawn about its implications for human health.
[bookmark: _Toc5]Topics for further research:
· ADP-ribosylation and cancer therapy
· Chromatin regulation and human disease
· ARH3 and PARG interaction
· MARylation and PARylation
· Synthetic lethal interaction
· ADP-ribosylation and physiological effects
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