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Dear editor

We have received the correspondence from Ren et al regarding our recently published study and appreciate their
insightful comments. Our research was to reveal a significant U-shaped relationship between the Hemoglobin
Glycation Index (HGI) and the risk of Diabetic Nephropathy (DN) in patients with Type 2 Diabetes Mellitus. '

In response to the two main points raised in the letter, we provide the following clarifications:

First, regarding the potential interaction between HGI and different glucose-lowering treatment regimens, we have conducted
supplementary analyses as suggested. We constructed both a base model and an extended model incorporating interaction terms
between HGI and specific medications (Table 1). The results show that the association between HGI and DN was not
significantly modified by the use of insulin, metformin, or DPP-4 inhibitors (Interaction P-values = 0.3801, 0.1028, and 0.2,
respectively). It is important to note that our study was conducted before newer antidiabetic agents with demonstrated renal
benefits, such as SGLT-2 inhibitors and GLP-1 receptor agonists, were widely available in China.** Consequently, our study
could not evaluate their potential interaction with HGI. Subsequent research should indeed prioritize investigating these novel
therapeutic classes.

Second, concerning the clinical operability and generalizability of HGI, we fully agree with the points raised. While the
linear regression model we developed, based on fasting blood glucose and HbA ¢, performed well within our cohort, its
generalizability across diverse ethnicities, age groups, and comorbid conditions certainly requires further validation.
Particularly noteworthy is the strong association between HGI and hypertension, which represents a crucial consideration
for clinical application.” The question of whether the HGI threshold should be adjusted for diabetic patients with comorbidities
such as hypertension is a highly relevant clinical direction. We encourage research teams from different centers to utilize

Table | Interaction Between HGI and Drugs
and Its P-value

Interaction Term P for Interaction
HGI*Insulin 0.3801
HGI*Metformin 0.1028

HGI* DPP-4 inhibitors | 0.2

Abbreviations: HGI, Hemoglobin Glycation Index;
DPP-4, Dipeptidyl peptidase-4.
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prospective designs and more comprehensive clinical data to jointly develop and validate more individualized and universally
applicable HGI assessment tools, thereby facilitating its transition from a research indicator to a practical clinical instrument.

We thank the commentators once again for their valuable suggestions, which have significantly enhanced our
discussion and provided clear direction for future research.
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