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SPECIFIC COMMENTS TO AUTHORS

The paper is well-organized and well-written. But the main obstacle is omitting of
markers of glucose metabolism presence (morning glycemia, occurrence of diabetes or
not, the effects of corticosteroid treatment in COVID relapsed patients if it was
administered). I try to find several times the inclusion criteria and did not find the levels
of glycemia, the data about diabetes presence, diabetes duration and treatment. It is
non-sense to have a data about increased or decreased FMN levels, but have no info

about diabetes presence or its treatment in such patients...
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The authors present a retrospective, observational study of 146 Chinese patients that
aimed to assess the association of serum fructosamine (FMN) levels and various
COVID-19 related outcomes including the rate of reinfection with COVID-19 and overall
mortality. The study topic is novel and very little or no literature has been published on
the link between fructosamine and COVID-19 outcomes. The authors found that
elevated FMN levels were associated with an increased risk of COVID-19 reinfection and
increased mortality. The findings are indeed novel, but their clinical significance
remains less clear. There were few total cases of reinfection, and the HR confidence
intervals for reinfection were very wide, likely owing to a small sample size. However,
these data are still potentially valuable and hypothesis generating at the least. I do,
however, disagree with the authors conclusion about how to use these data. I do not
think that trending FMN levels is practical, financially reasonable or of much clinical
utility, to prognosticate COVID-19 reinfection risk. However, these data do support the
notion that targeting euglycemia is of more acute importance, particularly in the
post-COVID clinical course, since it appears that FMN levels may predispose
individuals to reinfection. Thus, the clinical focus should be on maintaining consistent
euglycemia, using standard point-of-care glucose checks. Recommend modifying the
discussion/conclusion to reflect these comments. Specific Comments - Advise
changing the terminology of “COVID-19 relapse” to “COVID-19 reinfection”. Relapse is
confusing because it suggest that the virus has a chronic or latent stage, which it does
not. Reinfection makes it clear that the virus was cleared and the patient was reinfected.

- The authors say that they used a “multivariate” cox regression analysis. While the
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variables included in the model are listed in the results section, these should first be
stated in the methods section. The authors should also provide an explanation for why
these variables were included - The following sentence belongs in the methods section:
“In the COX regression model, disease-free survival (DFS) was used as the time variable,
and relapse was used as the state variable” - It is unclear if the DFS analysis used a
multivariate approach; please clarify. This is important because patients with elevated
FMN were older, and this could be a major confounder. If a multivariate approach was
used, please provide the results either as an expansion of table 2 or as a new table -
Please provide HR for DFS rate - Figure 2 is not necessary, consider omitting; this
information is already stated in the text - In the discussion, justification is given as to
why FMN levels are a better representation of recent blood sugar levels; “In the COX
regression model, disease-free survival (DFS) was used as the time variable, and relapse
was used as the state variable.” HbAlc reflects overall glycemic control over the past
2-3-months, while FMN reflects the overall glycemic control over the past 2-3-weeks.
General blood glucose monitoring and HbAlc levels can not accurately contribute to a
prediction index for recent glycemic control. But FMN is rapid and better reflects recent
glycemic control.” - I recommend moving part of this justification to the introduction to
better frame the relevance of your study - Overall, the authors did a great job of
conveying their findings. However, further review by a native English speaker would

help with sentence structure and clarity
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Dear authors, Your study, ‘Elevated Levels of Fructosamine are Independently
Associated with Coronavirus Disease 2019 Relapse: a 12-month Followed-up Study ’is
carefully reviewed. That’s a good investigation, but there are some deficits have to be
corrected: 1. Explain how the study size was arrived at 2. Give the inclusion-exclusion
criteria, and the sources and methods of selection of participants. ¢ Why were
important parameters such as comorbid diseases, hs-CRP level not included in the study?
In general, hs-CRP and glucose levels show a positive correlation. Therefore, patients
with high hs-CRP levels may also have high fructosamine levels. ¢ It is unclear whether
the patients included in the study had diabetes mellitus or a disease causing
hyperglycemia. ¢ Corticosteroid therapy is an important initial therapy in COVID-19
treatment regimens. The treatment regimens received by the patients were not included
in the study. I am wondering how many patients are receiving corticosteroid therapy
(dosage and duration?). It is known that hyperglycemia and diabetes mellitus develop
due to corticosteroid therapy. Depending on this, the expectation of a high level of
fructosamine may be due to taking corticosteroid therapy. 3. Are the patients ICU
(Intensive care unit) or non-ICU patients? How are their respiratory conditions? It is
obvious that severe hypoxemia will impair blood glucose regulation. 4. Did patients
with relapse have clinical symptoms? Is PCR positivity alone enough to say relapse? 5.
The study was presented as a 12-month follow-up study and appears to have been
conducted prospectively However, in the limitations of the study, it was written
retrospectively. (‘First, the study was a retrospective, single-center, and a small cohort

study.”) If the study was done retrospectively, why was the fructosamine level taken
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from these patients while being followed up for COVID-19? It's been a confusing

situation.
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The authors investigated potential relationship between blood levels of fructosamine
and COVID-19 reinfection. They concluded that elevated levels of fructosamine are
independently associated with COVID-19 reinfection. Please, think about omitting of
paragraph as it is not linked with the topic...In addition, FMN levels are positively
associated with the risk of periprosthetic joint infection and negatively associated with
cancer risk. A previous study also demonstrated that FMN is a valuable marker for
predicting adverse outcomes following total hip arthroplasty [16]. After the
corrections are being made according to the reviewers questions and connotations, the

paper is to me ready to be published.



