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Reviewer This meta-analysis evaluated the efficacy and safety of Beinaglutide, the | Thank you for your constructive
#1 only approved short-acting GLP-1 receptor agonist, in weight management | feedback and suggestion to improve

among individuals with overweight/obesity, with or without type 2
diabetes. The included six randomized controlled trials with 800
participants demonstrated the effectiveness of beinaglutide in body weight
lowering. But the current data did not indicate the potential effects of
beinaglutide on blood pressure, glycemic control, insulin resistance,
hepatic transaminases, or lipid profiles. For the harm side, beinaglutide
was associated with higher rates of nausea, vomiting, palpitation,
headache, and dizziness, leading to increased treatment discontinuation.
The summary in relevant in this obesity pandemic era.

Nevertheless, some issues should be addressed before publication.

the manuscript.

1. GRADE profiles are relevant for interpretation of the findings. Please
add the summary of finding (SoF) table using GRADE approach to assess
the certainty of the evidence.

SoF table is added in the revised
manuscript.

2. For the harm effects, it is relevant to show the absolute effect, either ARR
or NNT, to indicate the clinical meaningfulness of the findings. Presenting
absolute risk reduction (ARR) or the number needed to treat (NNT) is
crucial for assessing the clinical relevance of findings. While relative
measures like risk ratios (RR) or odds ratios (OR) indicate the direction and
strength of an association, they do not convey the actual likelihood of harm
occurring in a given population.

Thank you for the suggestions.
However, it is not possible to
measure absolute risk reduction

(ARR) or the number needed to treat
(NNT) while doing meta-analysis in
RevMan. We could not perform do
such analyses.

3. Patient values and preferences are essential the clinical decision making
for GLP-1 receptor agonists and any other medications including
beinaglutide, because the decisions should align with individual goals,
tolerability, and lifestyle considerations. Considering patient preferences

Treatment plans and the likelihood of
adherence often primarily depend on
patient choices, especially for chronic
diseases particularly regarding the




ensures adherence, satisfaction, and improved clinical outcomes, making
personalized decision-making critical in GLP-1RA therapy. Please indicate
patient values and preferences issue in the Discussion section.

route of administration. We have
addressed this issue in the discussion.

4. Please also note that beinaglutide might be the only approved short-
acting GLP-1 receptor agonists needing three times daily injection. This
information can be included in the Introduction section.

This has
introduction.

been added in the

Reviewer
#2

The manuscript presents a systematic review and meta-analysis on the
effects of Beinaglutide, a GLP-1 receptor agonist, in managing body weight
and metabolic parameters in patients with obesity and/or type 2 diabetes.
The research question is timely and relevant, given the increasing
prevalence of obesity and type 2 diabetes worldwide. The topic is well-
chosen, and the findings offer meaningful insights into the therapeutic
potential of Beinaglutide. However, there are several key areas where the
manuscript could be improved.

Thank you for your constructive
feedback and suggestion to improve
the manuscript.

1. Introduction and Rationale:

- The introduction would benefit from a more detailed review of the
current literature on GLP-1 receptor agonists, including recent studies on
drugs like liraglutide or semaglutide. This would strengthen the
background and context for the study.

- Additionally, the rationale for choosing Beinaglutide over other similar
drugs is not sufficiently clear. The unique properties of Beinaglutide, such
as its dosing regimen or potential advantages over other GLP-1 receptor
agonists, should be more explicitly discussed.

- We have added few lines discussion
the role of these GLP-RAs in the
revised manuscript.

- The rationale for choosing
Beinaglutide over other similar drugs
is beyond the scope of the meta-
analysis. We intended to summarize
the therapeutic effects of the drug
based on the published RCTs. The
information of dosing regimen is
already discussed.

2. Methodology:
- While the inclusion of six RCTs is a strength, the manuscript lacks clarity
regarding the inclusion and exclusion criteria for selecting these studies. A

- The inclusion and exclusion criteria
are clearly mentioned in the ‘Study
selection” part of the methods section.




more detailed explanation of the criteria would help ensure that the
selection process is fully transparent.

- Furthermore, while the use of RevMan Web for statistical analysis is
appropriate, the choice of a random-effects model needs more justification.
The authors should explain why a random-effects model was preferred,
especially given the observed heterogeneity across studies.

We have followed the standard
PICOS method for selecting studies.

- We have already mentioned
‘Random effects analysis models
were chosen to address the
anticipated heterogeneity resulting
from population characteristics and
trial length variations.’

3. Results:

- The results section presents valuable findings, but the presentation could
be improved for better clarity. Including forest plots or other graphical
representations of the key outcomes would make the results easier to
interpret.

- Additionally, the discussion of adverse events is somewhat brief. A more
in-depth exploration of why specific side effects, such as nausea and
vomiting, were more frequent with Beinaglutide compared to the control
group would be useful in providing a more comprehensive view of the
drug's safety profile.

Thank you for the suggestion. We
have presented the main outcomes as
figures. The meta-analyses of other
metabolic outcomes and the adverse
events are presented as tables. There
are 16 additional metabolic outcomes
and 13 adverse event outcomes. It is
not feasible to present all of them in
figures. Thus, have summarized the
results obtained from the forest plots
and presented as tables.

4. Discussion:

- The discussion section should compare the findings with those of other
GLP-1 receptor agonists, which would place the study's results in a
broader context. The clinical significance of the findings should also be
addressed more explicitly.

- Although weight reduction was statistically significant, it is unclear
whether the observed reductions in body weight and BMI are clinically
meaningful in terms of long-term metabolic improvements.

- The authors should also suggest future research directions, such as
investigating different dosages or longer follow-up periods.

- We have already discussed the
comparative findings with those of
other GLP-1 receptor agonists in the
discussion section.

- We have interpreted the findings on
weight and BMI changes found in
this meta-analysis. Whether the
observed reductions in body weight
and BMI are clinically meaningful in
terms of long-term  metabolic




improvements is beyond our scope.

- We have already suggested future
research directions in the
‘Conclusion’ section.

5. Language and Formatting;:

- The manuscript would benefit from simplification of some of its sentences
for improved readability.

- Additionally, there is some inconsistency in reporting data. Standardizing
the reporting format throughout the manuscript would improve its clarity.

We have taken every effort to
improve the manuscript.

Conclusion: The manuscript addresses an important clinical question and
provides useful insights. However, several improvements are needed in
the presentation, methodology, and discussion. I recommend the authors
revise the manuscript, addressing the issues outlined, before resubmitting
for further review.

Thank you. We have considered your
suggestions while revising the
manuscript.

Reviewer
#3

This article aims to evaluate the effectiveness of Beinaglutide in weight
management and metabolic control. As a novel GLP-1 receptor agonist,
Beinaglutide has almost 100% structural homology with human GLP-1, but
its efficacy and safety in weight management and metabolic control are still
unclear. Therefore, the author hopes to summarize the efficacy and safety
of Beinaglutide in these areas through systematic review and meta-
analysis, providing scientific basis for clinical application. I would like to
offer the following suggestions regarding this article.

Thank you for your constructive
feedback and suggestion to improve
the manuscript.

1. In the background introduction, it is suggested to add a section of
current standard treatment methods and existing problems for diabetes
and obesity. And why choose GLP-1 receptor agonists as a breakthrough
point for treating diseases.

We have added few lines on this in
the revised manuscript.

2. In the discussion section, the roles of short acting, long-acting, and novel
dual and triple agonist molecules were described. It is suggested to

increase research on the novel GLP-1/glucagon receptor dual agonist
Mazdutide.

Few points on mazdutide have been
added.




3. In the discussion section, it was found that Beinaglutide has significant
therapeutic effects on weight loss and waist circumference reduction.
However, the possible reasons for the lack of significant differences in
blood glucose endpoints (FPG, HbAlc) and other metabolic endpoints
(such as lipid parameters, liver enzymes, insulin resistance index, and
blood pressure endpoints) after treatment with Beinaglutide should be
explained in detail.

These points have been discussed at
the relevant part of the manuscript.

4.

- In this article, readers may not easily understand the advantages and
disadvantages between short acting Beinaglutide and long-acting
formulations. Short acting Beinaglutide has similar therapeutic effects
compared to long-acting formulations, but has a higher treatment
interruption rate.

- Further emphasize the potential advantages and future research
directions of Beinaglutide in clinical applications, such as long-term effects,
application in different populations, and combination therapy with other
drugs, to enhance the foresight and guidance of the conclusions.

Thank you again for inviting me for peer review. I hope my feedback can
be helpful for this article.

-The advantages and disadvantages
of short- and long-acting GLP-1RAs
has already been discussed in the
relevant parts of the manuscript.

-We have mentioned the future
research implications at the ends of
discussion and conclusion.




