1. The rationale for conducting the systematic review / meta-analysis.
Acute-on-chronic liver failure has a notably high mortality rate of approximately 50% within 90 days, and currently lacks effective treatment options (1). More importantly, there exists a significant controversy in the literature regarding the role of cirrhosis as a prognostic factor in ACLF. While some research indicates that cirrhosis can independently predict three-month mortality in ACLF patients, other studies suggest that cirrhosis has no significant influence on short-term mortality (2-4). This conflicting evidence creates uncertainty in clinical practice. Given that early diagnosis and accurate prognosis represent the greatest potential for improving survival in ACLF patients, there is a clear need to systematically evaluate and synthesize the available evidence to determine whether cirrhosis truly serves as an independent prognostic factor.
2. The contribution that it makes to knowledge in light of previously published related reports, including other meta-analyses and systematic reviews.
This meta-analysis makes several contributions to the existing knowledge base. First and foremost, it addresses a specific research question that has not been previously examined through systematic review methodology. While there is one published systematic review and meta-analysis that investigated the incidence and major risk factors of ACLF (5), no prior meta-analyses have specifically focused on evaluating whether cirrhosis serves as an independent prognostic factor for ACLF mortality. This makes the current study the first comprehensive synthesis of evidence on this particular question.
The analysis is particularly timely and valuable given the contradictory findings in current literature. Some studies have demonstrated that cirrhosis can independently predict three-month mortality in ACLF patients, while others have found no significant impact on short-term mortality. By systematically integrating these conflicting findings, this meta-analysis will provide more robust and reliable evidence regarding the prognostic value of cirrhosis in ACLF patients. This knowledge is especially crucial considering that more than 25% of cirrhosis patients are present with ACLF symptoms upon admission (6).
The findings from this study will have important practical implications for clinical practice and healthcare policy. If cirrhosis is confirmed as an independent prognostic factor, this information could be incorporated into risk stratification strategies and prognostic models for ACLF patients. Conversely, if cirrhosis is found not to be independently associated with mortality, this would suggest that other factors should be prioritized in prognostic assessment. Either outcome would provide valuable evidence-based guidance for clinicians in their decision-making process and for policymakers in developing public health strategies for ACLF management. This contribution is particularly meaningful given the high mortality rate of ACLF and the current lack of effective treatments (1), where accurate prognostication becomes crucial for optimal patient care.
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