Answering Reviewers

Reviewer comments

Specific Comments to Authors: Type 1 Diabetes (T1D) arises from an autoimmune
response that damages pancreatic p-cells, causing insulin deficiency. The only treatment
for this disease is Intensive insulin therapy, which requires multiple daily injections or
continuous subcutaneous insulin infusion with frequent monitoring of blood glucose.
While advances have been made with closed-loop hybrid pumps and continuous glucose
monitoring devices, 75% of subjects with T1D have an Alc above 7%. Moreover, there is
a significant disease and emotional burden associated with the diagnosis and
management of T1D. Our recent report has shown that Semaglutide, a GLP-1 RA, when
used in patients recently diagnosed with T1D, allows them to maintain glucose control
for 12 months without insulin. In all these subjects, fasting c peptide was 0.6 and
increased following Semaglutide. This observation, along with the evidence that subjects
with T1D have 50% of their insulin secretory capacity intact at the time of diagnosis,
suggests that if Semaglutide is started earlier in subjects at risk of T1D, it may be able to
delay the onset of T1D and initiation of insulin in this population. Teplizumab is the only
FDA-approved treatment shown to delay the onset of T1D by 32 months. There is an
urgent need to develop future therapies that can further delay the onset of T1D. The
debate on T1D risk screening continues, especially in those without a family history, with
the benefits of early detection being weighed against the financial and emotional
implications. Our research suggests that early screening of T1D combined with
interventions like GLP-1 RA could significantly delay the onset of T1D in subjects at high
risk of this disease. This approach offers a promising avenue for improving the quality of
life for T1D patients and needs to be investigated in prospective randomized controlled
clinical trials. In General: it's a good paper and the subject of the manuscript is applicable
and useful. Title: the title properly explains the purpose and objective of the article
Abstract: abstract contains an appropriate summary for the article, the language used in

the abstract is easy to read and understand, and there are no suggestions for



improvement. Introduction: authors do provide adequate background on the topic and
reason for this article and describe what the authors hoped to achieve. Conclusion: in
general: Good and the research provides sample data for the authors to make their
conclusion. Finally, this was an attractive article. In its current state, it adds much new
insightful information to the field. Therefore, I accept that paper to be published in

your journal.

Dear reviewer

Thank you for your insightful review and acceptance of our manuscript for publication.
We are encouraged by your positive feedback on the potential impact of our research on
Semaglutide in Type 1 Diabetes (T1D). We appreciate your recognition of the
manuscript's clarity and relevance. Based on your feedback, we have reviewed our
manuscript and believe it accurately reflects our findings and the significance of early
T1D screening combined with interventions like GLP-1 RA.

No changes have been made to the manuscript following your review, as there were no
specific revision requests. However, we are open to any further suggestions to enhance
our work.

Thank you again for your constructive feedback and for considering our manuscript for
publication. We look forward to contributing to the field and advancing T1D

management and treatment strategies.

Mahmoud Nassar, MD, PhD, MSc, MHA, MPA, CPHQ), SSBB.
Department of Medicine, Division of Endocrinology, Diabetes and Metabolism,
Jacobs School of Medicine and Biomedical Sciences, University at Buffalo, New York,

USA.



