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SPECIFIC COMMENTS TO AUTHORS 

In this review manuscript (Manuscript NO: 75660), the authors discussed the role of 

complement in the development of thrombotic microangiopathy and summarized the 

current data on complement inhibitors as COVID-19 therapeutics. The topic is 

interesting. Some suggestions are listed as below:  1. Only a small proportion of 

patients develop aggressive disease but reliable clinical indicators to identify these 

patients early in disease progression are lacking. The time window for optimal 

intervention and the patient populations that could benefit from therapeutic 

complement inhibition have yet to be established. This point should be discussed. 2. 

There are 3 distinct pathways of complement activation, the classical complement 

pathway, the alternative complement pathway, and the lectin pathway. In the context of 

thromboinflammation, the three complement pathways are capable of activating the 

coagulation cascade causing thrombotic microangiopathy and end-organ damage, 

mostly manifesting as lung, kidney, and cutaneous disease. Which pathway can be 

specifically targeted for severe COVID-19? 3. How many people have been vaccinated in 

mentioned studies?  The role of COVID-19 vaccinations in complement activation and 

preventing severe COVID-19 should be discussed. 4. Potential side effects of 

complement inhibitors should be discussed. 5. Dynamic changes of complement levels in 

the conditions of severe and non-severe COVID-19 should be shown. 6. Some similar 

reviews have already been published. 
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SPECIFIC COMMENTS TO AUTHORS 

Absolutely no need for me to change anything in the flow of the review. A parenthesis 

deleted and an acronym added.  Recommend to publish. 
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The authors have addressed my concerns. 

 


