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[bookmark: _Toc2]Article summary:
1. The Canadian Co-Infection Cohort Study is examining the impact of HCV clearance on risk for end-stage liver disease in HIV co-infected individuals.
2. Challenges arise from the time-dependent nature of the data, presence of baseline confounders, loss to follow-up, and confounders that change over time.
3. Targeted Maximum Likelihood Estimation (TMLE) is used to efficiently estimate ESLD-free survival probabilities under a specific history of HCV clearance.
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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.
[bookmark: _Toc4]Article analysis:
The article “Modeling the Impact of Hepatitis C Viral Clearance on End-Stage Liver Disease in an HIV Co-Infected Cohort with Targeted Maximum Likelihood Estimation” provides a detailed overview of the Canadian Co-Infection Cohort Study and its use of Targeted Maximum Likelihood Estimation (TMLE) to examine the impact of HCV clearance on risk for end-stage liver disease in HIV co-infected individuals. The article is well written and provides a comprehensive overview of the study design and methodology used to analyze the data. 
The article does not appear to be biased or one sided, as it presents both sides equally and does not make any unsupported claims or omit any points of consideration. It also does not contain any promotional content or partiality towards either side, and all possible risks are noted throughout the article. 
The only potential issue with this article is that it does not explore any counterarguments or provide evidence for some of its claims made about HCV clearance impacting risk for end stage liver disease in HIV co-infected individuals. However, this could be due to lack of available evidence at this time rather than bias or omission by the authors.
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· HIV co-infection and end-stage liver disease
· HCV clearance and liver disease risk
· Targeted Maximum Likelihood Estimation
· Canadian Co-Infection Cohort Study
· HCV clearance and HIV co-infection
· Long-term effects of HCV clearance
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