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»Update on Biomarkers of Glycaemic Control“

The authors are very grateful for the time and effort reviewers engaged in reviewing this manuscript.
Their suggestions have been carefully considered and amendments carried out throughout the
manuscript.

Detailed answers to thepoints raised by reviewers are listed below (highlighted in yellow).
Reviewer 1

Anonymous

Review Date: 2018-09-20 10:50

Specific Comments To Authors:

In this review, the authors discussed the merits and demerits of four biomarkers including HbA1c,
fructosamine, 1,5-anhydroglucitol and direct glucose analysis for measuring the glycemic control. The
review appears to be quite comprehensive and includes pertinent literature.

The text flow is optimal except a few minor modifications need to be performed.

* Page 6: Please rephrase the last sentence “The comparison between........... as previously evidenced”
for correctness.

Rephrased as requested (highlighted in yellow in the revised version of the manuscript).

ePage 7: Please use decimal (.) instead of comma (,) in numerical values. Please follow the same rule
elsewhere in the text.

Amended as requested (highlighted in yellow in the revised version of the manuscript)..

eHbA1c is still the most commonly used biomarker for testing the glycemic control. This marker has
also been suggested for the screening of diabetes. Most of the text under HbAlc heading is
somehow pertaining to its demerits. | would suggest modifying the text by including relevant
literature on the advantages of HbAlc as well. Some core literature on fructosamine and continuous
glucose monitoring is also missing. The authors may include the following literature for more
updated information.

Amended, wherever possible/relevant. Please see the updated list of references (highlighted in yellow
in the revised version of the anuscript).
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Scientific Quality: Grade B (Very good)
Language Quality: Grade B (Minor language polishing)
Conclusion: Minor revision

Specific Comments To Authors (File):



Reviewer 2
Anonymous
Review Date: 2018-10-01 15:53

Specific Comments To Authors: The manuscript presents a narrative review focused on the state of
the art on the use of non-traditional glycaemic markers in comparison to the well-established
markers such as HbA1lc or glucose-based measures. Overall, the manuscript described the use of
non-traditional biomarkers of glucose homeostasis in details.

A main comment on the paragraph Fructosamine and glycated albumin:

Authors comment the use of these two biomarkers but they didn’t underlie the differences between
them. Fructosamine and glycated albumin reflect distinct glucose measures and they are measured
with different analytical methods. These differences, together with the clinical implications, should
be described in details. Probably, different paragraphs for each biomarker can be useful to highlight
these differences. Moreover, a significant body of evidence is not considered in the text. For example,
GA has been tested in relation to diabetes diagnosis and preliminary studies suggest that it can
reliably document the efficacy of anti-diabetic therapy preceding the decrease of HbAlc (Bellia C et
al. Clin Biochem. 2018;54:68-72. Lu JM et al. J Diabetes Complications. 2016;30(8):1609-1613).
Moreover, the distribution of GA in healthy subjects has been described in several population [Bellia
C et al, Clin Chem Lab Med. 2017 Nov 27;56(1):120-125. Araki T et al. ) Diabetes Investig. 2012 Dec
20;3(6):492-7]. These aspect should be considered in the text.

Amended as requested within the text and the list of references. Amendments are highlighted in
yellow.

Minor comment: careful English language editing as well as scientific language editing would be
necessary to ensure that all points come across as intended.

The manuscript was edited by American Journa Experts. Please see the attached certificate.
Scientific Quality: Grade B (Very good)
Language Quality: Grade C (A great deal of language polishing)

Conclusion: Minor revision



