Point by point reply to Reviewers comments:

Reviewer 2
The manuscript reviewed the molecular mechanisms leading to pyroptosis and provided the evidence for the possible role of pyroptosis in inflammasome-related disorders (IRDs). The article has summarized a broad range of representative examples of IRDs and the possible underkying mechanisms. Below are comments for the manuscript:
We thank the reviewer for the constructive and helpful feedback. We followed his/her advice and performed the requested changes in the revised version of the manuscript.

1.     L142-145: Certain typical features of pyroptosis are missing, including cell-blebbing and DNA damage with positive staining of TUNEL, these should be described in the review.
      Response: We agree with the reviewer. As requested, we added more details describing specific details of pyroptotic cell death such as cell blebbing and DNA damage as indicated by TUNEL positivity.
2.     L252-253: Although pyroptosis shares an upstream signaling pathway with IRDs and plays important roles in the pathogenesis of IRDs, the possible involvement of autophagy cannot be neglected as there is cross-talk between pyroptosis and autophagy.
      Response: Good suggestion. We added a paragraph describing potential interrelationships between autophagy and pyroptosis to the manuscript.
3.     L340-384: Given the various examples discussed, the potential role of pyroptosis in systemic lupus erythematosus should also be discussed as recent studies demonstrated the trigger of NLPR3 inflammasomes in monocytes and bone marrow-derived mesenchymal stem cells.
      Response: There is indeed numerous data linking inflammasome activation to SLE pathogenesis. As suggested, we therefore added further information addressing this point. 
4.     A summary or conclusion is needed for the review to summarize the key messages and the future outlook of this topic.
      
      Response: We agree that the current “conclusion paragraph” was rather short. We now extended this section and added as requested in particular some sentences regarding the future perspectives of this research field.(L506-523)

5.      Others: 

L95: “Fas Cell Surface Death Receptor” is not a ligand.
L141: Define the abbreviations NINJ1, HMGB1, LDH, MEFV, …etc.
L283: “Muckle-Wells”
[bookmark: _GoBack]Response: We revised the manuscript accordingly.
