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Dear Editor,

Thank you for considering our manuscript in Diabetic Medicine. We have rewritten our
manuscript according to the Editors/Reviewers comments and have responded to these
comments one by one, which will be uploaded as a file.

We expect that this revision will be satisfactory to their expectations.

Yours sincerely,

Kazuo Inoue

Professor

Department of Community Medicine
Teikyo University School of Medicine

Editor/Associate Editor comments:

Please use UK not US spelling throughout eg haemoglobin not hemoglobin

In HbAlc, please subscript the 1c throughout

Give numbers with the number of decimal places to which they are measured eg glucose
5.8 not 5.82 mmol/l

Response: We corrected the decimal places according to the Editor comments. ol ARy kK C OMEEOBEEICE > T
K/ MR 2 M b 1T Lz,

Reviewer comments:

Reviewer: 1

Comments to the Author

The manuscript by Dr. K. Inoue, et al., entitled, “Should the threshold for definition of
impaired fasting glucose be lowered?” is a follow-up study of approximately 11,000
Japanese without diabetes mellitus to estimate the conversion risk for newly diagnosed



diabetes mellitus, depending on fasting glucose values. Ultimately, this manuscript aims
to determine if the definition of impaired fasting glucose, a predictor of diabetes
mellitus, needs to be revised. Overall, the manuscript is well-written, but | have some
major and minor issues to be addressed as Hollowst

Major issues:

1. The authors cited their previous publication for the description of the study
population. The authors should present essential information to allow readers to

Response: Description of the “‘study population’ is the almost same as the previous study
published in Diabetic Medicine. Thus we excluded the word of “briefly”. Compared
with the previous study, we have shortened information for measurements and analysis.

2. About half of the study’s participants who underwent at least one check-up during the
baseline period (N=21,885) did not return for a check-up during the follow-up period
(N=11,129). Any biases, potentially generated from this loss of follow-up, need to be
addressed along with the characteristics of the participants who were lost.
Response: In the previous study, to assess for the possibility of selection bias we
compared the 10,475 subjects (exactly identical to this study subjects) with the

remaining 9,949 persons who did not attend during the follow-up period, using the same
exclusion criteria used by the previous study, with the exception of the duration of
followup.
Those who participated during the follow-up period were older (mean (SD): 52.9 (11.6)
vs. 51.8 (13.5), P<0.001), not obese by BMI (22.9 (3.0) vs. 22.8 (3.1), P=0.10), had
slightly lower fasting blood glucose levels (5.27 (0.50) vs. 5.28 (0.52) mmol/l, P<0.001)

and had slightly higher HbALc levels (4.97 (0.40) vs. 4.95 (0.41) percent, P<0/001) than

non-subjects.
We added this information in the Discussion.

3. There are many ways to define “optimal” cut-off point for impaired fasting glucose.
Please explain how they determined this point (5.72 mmol/l), including the following
information: a) the definition of “accuracy”; b) the reason why the authors chose the
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highest accuracy as the definition of the optimal cut-off point; and ¢) if the cut-off point

with the highest accuracy was estimated by sex or a combination of bothlsexes. -
Response: We used ROC curve analysis to find the “optimal” cut-off point for impaired
fasting glucose to predict diabetes. Thus the “optimal” cut-off point means the
‘epidemiological’ cut-off to take the best balance between sensitivity and specificity. In
addition, we analyzed men and women separately to find the determined this point (5.72
mmol/l) to be the best for both sexes. In our previous study, the prevalence of IFG was

higher in men than in women, which motivated us to a stratified analysis by sex. We

added the relevant information inMethods, -
4. All analyses were performed according to sex. The authors need to explain their

motivation for this stratification and the subsequent public health implications when

they propose a threshold for screening. -
Response: As mentioned above, the prevalence of IFG was higher in men than in

women in our previous study, which motivated us to a stratified analysis by sex. We

added the relevant information inMethods, -
5. In the Discussion, the authors concluded that the results of their study are compatible

to the evidence that the ADA cited to revise the impaired fasting glucose criteria.

However, the authors did not support the ADA’s lowering of the threshold for a variety

of reasons. This latter part of the discussion itself sounds valid in general, but | wish the
authors had found ways to present their overall discussions better so that what they
observed in their analysis would better support their conclusions. .
Response: This study analysis aimed to decide ‘epidemiologically’ optimal cut-off point

of IFG. However, it is a different matter whether this result should direct apply to the
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2. The authors wrote, “The three baseline FPG categories (<5.56, 5.56-6.06, and
6.11-6.94 mmol/l),” in the Abstract and Results sections. Please explain why the
category for 6.06-6.11 is missing.
Response: This phenomenon happened due to the original measurement unit of FPG

was mg/dl (<100, 100-109, and 110-125 mg/dl). Thus, we rounded FPG categories to
one decimal point throughout the manuscript as follows; <5.6, 5.6-6.1, and 6.1-6.9

3. In the Introduction, the recommendations from three organizations (ADA, EDEG,
and JDA) were cited. Please add the years when those recommendations were published
as they change over himeL

4. In the Discussion, the authors stated “Second, there was 5-7 fold difference in relative
risk of diabetes incidence between the original (6.11-6.94 mmol/l) IFG and the IFG
newly added by the ADA (5.56-6.06 mmol/l) both in men and women.” Is the estimate
of 5-7 fold difference based on this study? The text in Results section does not state
incidence or relative risk. Clearer presentation is desired.
Response: We agree with this comment. We moved the statement in Results and
simplified it in [Discussion.

5. In the Discussion, the authors mentioned that the study subjects participated on a

authors implying that the optimum cut-off for this study—>5.72 mmol/l—could have
been even lower if they had studied the general population?

Response: We do mean not as such but indicate need of caution applying this result to a
general population. We added relevant information in [Discussion.
Reviewer: 2

Comments to the Author

plasma glucose for diagnosing impaired fasting glucose (IFG) should be lowered or not,
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using data from a large Japanese population.

They conducted a retrospective cohort study, and calculate the optimal cut-off FPG
value to predict diabetes was 5.72 mmol/l both for men and women. They concluded
that it may be reasonable to retain the conventional lower FPG limit for IFG and treat
FPG values of 5.56-6.06 mmol/l as non-diabetic hyperglycemia, considering the four to
five fold increase in individuals classified as IFG when the new cut-off is applied.

This paper is very interesting for following many subjects for a long term, so | would
support publication after the topics below have been addressed by the authors.

Major Points:
1) (Page 6, Discussion) The authors wrote “Risk evaluation according to continuous
glucose levels in various populations should be performed for diabetes and
cardiovascular disease.”

It will be better to note the prevalence of cardiovascular disease of the IFG subjects, and
to note whether there is a particular cut-off FPG value for estimating the risk of
cardiovascular diseass.
Response: We agree with the comment. Here, however, we meant that such evaluations
are needed as the further direction. Of note is that one study showed that the 1997 IFG
definition yielded greater risks of CVD in women, but not in men. We added this paper
as the reference 8.

2) (Page 5, Discussion) The authors wrote “Second, there was 5-7 fold difference in
relative risk of diabetes incidence between...”

It will be better to compare their study to Funagata Study in Japan (Tominaga et al. J
Japan Diab Soc 2008;51: 473-475.) , which is also focused on the cut-off value of
fasting plasma glucose as concerned by JDA (Kadowaki et al. J Japan Diab Soc

Response: Thank you Reviewer. We added the Funagata Study as a reference in
Discussion.

3) (Page2, Title, Conclusions) Although the authors mentioned the limitations of this
study in the discussion, the title and the conclusions seem to suggest the whole Japanese
population.
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It will be better that the authors include the word taking into account the limitations in
the title and the conclusions,
Response: We modified the title according to the comments of both reviewers. As the
conclusion is moderate in expression (that is, ‘It may be reasonable to retain...”), we
think the conclusion is acceptable in the current fform.

4) In the authors’ previous study (Inoue et al. Diabetic Medicine 2008;25: 1157-1163.),
they excluded 433 people with <2 years between their baseline and follow-up check-ups,
but in this study, they don’t.

It will be better that the authors write the reason why they included these subjects who

Response: In our previous study, we used Cox proportional hazard model analysis,
which requires an assumption of the constant hazard holds during the observation
period. In this study, we used no such analysis. Thus, we could include rapid
progressors to diabetes in this study. We briefly mentioned the latter information in
Methods.
Minor Points:

1) (Page 2) The authors wrote "During follow-up of an average of 5.4 years, 279 (5.2%)
out of 5,372 men and 98(1.9 %) out of 5,103 women developed diabetes. According to
the three baseline FPG categories (<5.56, 5.56-6.06, and 6.11-6.94 mmol/l), 28/3,401
(0.8%), 91/1,456(6.3%) and 160/515 (31.1%) respectively in men and 13/4,218 (0.3%),
30/695(4.3%) and 55/177 (31.1%) respectively in women developed diabetes."

The total subjects of the three categories of women (4218+695+177=5090) are not

Response: We are very grateful to Reviewer. Yes, we miswrote here the number of
non-IFG subjects (n=4, 218). We correctedit.
2) In this paper, the authors used the word “diabetes”, which means perhaps about type

2 diabetes, but it should be noted if there is another type of diabetes or \notL

Response: The reviewer is correct. We meant type 2 diabetes in this paper. Where
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appropriate, we used the word “type 2 diabetes” so that the readers would understand

the topic to be type 2 \diabetesl. 7777777777777777777777777777777777777777 - ARy R [Ci3E]: A ARRICLTNED
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Date Sent:
17-Jul-09

Note
Link to the published version of the Article
The definitive version is available at www.blackwell-synergy.com.




