Dear Editors and Reviewers:

Thank you for your letter and for the reviewers’ comments concerning our manuscript

entitled “Postprandial Glucagon-like peptide 1 secretion is associated with urinary
albumin excretion in newly diagnosed type 2 diabetes patients” (ID 79252). Those

comments are all valuable and helpful for improving our paper. We have studied the

comments carefully and made correction. Hope it will meet with approval.

Reviewer 1

The author in the method section should address the study design and mention about

the IRB approval and mention those details

Response: Thank you for your comments. As you suggested we have added that
details. The study design were descripted in detail in the flow chart as Supplementary
Figure 1 showed.

Study design and participants

For this multicenter study, patients were recruited from 11 clinical centers. All patients
had been diagnosed with T2DM within the past 12 months. The major inclusion criteria
included: met WHO 1999 T2DM diagnostic criteria; aged between 18 and 75 years; did
not treated with antidiabetic medicine or received treatment for not more than 30 days
and stopped three months before entering this study. The detailed criteria could be
rereferred to a published article'. The study flowchart is displayed in Supplementary

figure 1.

Ethical principles

This study was reviewed and approved by China-Japan Friendship
Hospital Institutional Review Board( Approval No. 2008-23). All patients
provided informed consent prior to study enrollment and the trial was
implemented in accordance with provisions of the Declaration of Helsinki and

Good Clinical Practice guidelines.



This trial registration was registered at ChiCTR(Registration No. ChiCTR-
TRC-08000231. )

Reviewer 2

As shown in Table 1, microalbumina patients also have high blood pressure
(hypertension). In fact, albuminuria has traditionally been regarded as a sign of
hypertensive renal damage as well. An earlier study showed that the pharmacological
administration of GLP-1R (glucagon-like peptide-1 receptor) agonists reduced blood
pressure (BP) in type 2 diabetes. Can this study determine the correlation between
hypertension and GLP-1 levels? If possible, the authors may also discuss the role of

GLP-1P-1 in cardiovasculprotection in diabetic patients.

Response: Thank you for your creative advice. We tried to find the correlation
between hypertension and GLP-1 levels using Pearson’s correlation analysis. But
unformattable, no correlation were confirmed between systolic blood pressure or
diastolic blood pressure and GLP-1 levels at each during a standard meal test in this
study. Besides, There is no difference in blood pressure between patients with

different GLP-1 levels.



1099 patients with T2DM were
screened

788 patients were initally included

781 patients underwent test for
urinary albumin creatinine ratio

760 patients underwent HbAlc and a
standard meal test for testing glucose,
insulin, GLP-1 and glucagon

A,

Enrolled in the study for final
Analysis(n=760)

Excluded

* history of renal disease with a plasma
creatinine concentration of 133 pmol/L
(1-5 mg/dL) or more;

» cardiac diseases (a history of unstable
angina or myocardial infarction within the
previous 6 months or New York Heart
Association class III or IV congestive
heart failure);

» severe gastrointestinal diseases or hepatic
diseases, or an aspartate amino transferase
or alanine aminotransferase concentration
at least twice as high as the upper limit of
the normal range;

 chronic hypoxic diseases (emphysema or
cor pulmonale);

* haematological diseases;

» endocrine diseases (hypo thyroidism,
hyperthyroidism, Cushing’s syndrome);

» uncontrolled hypertension (systolic
pressure >160 mm Hg or diastolic pressure
>95 mm Hg);

* acute illness;

* a history of intestinal surgery; women with
the potential to become pregnant, who
were preparing for conception, or who
were pregnant or breastfeeding;

* participation in any drug clinical trials
during the past 3 months before enrolment;

* mental disorders;

 drug or other substance misuse;

e requirement for insulin therapy;

* diabetic ketoacidosis;

* hyperosmolar non-ketotic coma.

* history of diabetes more than 1 12 months

Supplementary Figure 1 The study flowchart. T 2DM, type 2 diabetes

mellitus;GLP-1, glucagon-like peptide 1.

Best regards,

Wenying Yang




