
Amended rebuttal to reviewers  

Reviewer #1: 

Acromegaly is primarily caused by pituitary neuroendocrine tumors (PitNETs). 

Transsphenoidal surgery remains the most effective initial treatment, achieving 

remission rates of 73% with surgery alone and 87% when combined with 

postoperative medical therapy. Evidence suggests that treatment outcomes are 

influenced by multiple factors, including clinical, biochemical, imaging, pathological, 

and genetic parameters such as tumour size, invasiveness, T2-weighted signal 

intensity on MRI, and preoperative levels of growth hormone (GH) and insulin-like 

growth factor 1 (IGF-1). Notably, Alvarez et al., demonstrated that preoperative 

PitNET volume is a robust predictor of postoperative disease control, with volumes 

exceeding 3697 mm³ correlating with poorer outcomes. This editorial discussed the 

various factors that influence the control of acromegaly following surgical resection 

of pituitary tumours. Acromegaly is a rare chronic disease caused by excessive 

secretion of growth hormone (GH), usually due to a pituitary neuroendocrine tumour 

(PitNET). This editorial provides a comprehensive overview of the clinical, 

biochemical, radiological, histopathological, and genetic factors that predict treatment 

outcomes, particularly focusing on the significance of preoperative tumour volume. 

Although this editorial possesses strong novelty and clinical relevance, there are 

several areas for improvement:  

Comment 1: 

The study by Alvarez et al., which is a key reference, is retrospective and has a 

relatively small sample size (77 patients). This limits the generalizability of the 

findings. The lack of a multivariate analysis considering other potential confounding 

factors (e.g., surgical volume turnover, genetic studies) reduces the robustness of the 

conclusions.  

Answer 1: This is reflected in the revised manuscript 

 

Comment 2: 



While article lists numerous predictive factors, there is variability in their applicability 

and reliability across different studies. For example, the response to first-generation 

SRLs may not be consistently predicted by T2-weighted MRI signal intensity alone.  

Answer 2: This is reflected in the revised manuscript 

 

Comment 3: 

The article mentions genetic mutations (e.g., AIP, GPR101) but does not delve deeply 

into their clinical significance or how they can be integrated into routine practice.  

Answer 3: This is reflected in the revised manuscript 

 

Comment 4:  

The focus is primarily on immediate postoperative outcomes, with limited discussion 

on long-term disease control and patient quality of life.  

Answer 4: This is reflected in the revised manuscript 

 

Comment 5: 

The article could be improved in the following ways:  

a. Conduct prospective studies with larger cohorts to validate the predictive value of 

tumour volume and other factors. This would provide more robust evidence for 

clinical decision-making.  

b. Perform comprehensive multivariate analyses to account for multiple factors 

simultaneously. This would help in identifying the most significant predictors of 

treatment response and remission.  

c. Encourage the use of advanced imaging techniques (e.g., diffusion-weighted imaging, 

MR elastography) and genetic testing in routine practice. This could improve the 

accuracy of preoperative assessments.  

d. Include long-term follow-up data to assess the durability of treatment effects and the 

impact on patient quality of life. This would provide a more complete picture of 

disease management.  



e. Develop standardized protocols for the diagnosis and management of acromegaly to 

reduce variability in clinical practice. This could involve the use of tools like SAGIT or 

ACRODAT to guide decision-making.  

Answer 5: Thanks for all the suggestions to improve the quality of our paper. We have 

made necessary changes as per very valid suggestions.  

I offer suggestions aimed at refining an already exceptional article and eagerly 

anticipate future insightful contributions from the authors. 

 

Reviewer #2: 

 

The manuscript "Factors affecting disease control after pituitary tumor resection in 

acromegaly: What is the current evidence?" is exceptionally well-written and provides 

a comprehensive, insightful review of the current evidence on predicting 

postoperative outcomes for patients with acromegaly. The authors have meticulously 

synthesized a vast array of literature to present a clear and detailed analysis of the key 

factors influencing the success of transsphenoidal surgery, which stands out as the 

most effective treatment modality for this condition. Their discussion on how various 

parameters such as tumor size, invasiveness, preoperative GH and IGF-1 levels, MRI 

T2-weighted signal intensity, and granulation patterns affect surgical outcomes is 

both thorough and enlightening. Particularly commendable is the attention given to 

the role of preoperative PitNET volume as a predictor of disease control, adding 

significant value to clinical decision-making processes. Furthermore, the manuscript's 

clarity and logical flow make it accessible and highly informative for both clinicians 

and researchers in the field. Additionally, the authors have managed to weave 

together an intricate tapestry of information that not only informs but also engages 

the reader. The manuscript excels not just in presenting data but in crafting a narrative 

that captivates its audience, making complex medical concepts understandable and 

approachable. Indeed, the manuscript goes beyond merely compiling facts; it presents 

these findings within a coherent framework that guides readers through the 

complexities of acromegaly management. It is evident that the authors have invested 

considerable effort into ensuring that their work is not only scientifically rigorous but 



also accessible to a broad audience. This dual focus on depth and accessibility makes 

the manuscript a valuable resource for specialists and generalists alike. Moreover, the 

manuscript's meticulous organization and seamless transitions between sections 

underscore the authors' expertise and dedication to their subject matter. These 

elements contribute significantly to the overall readability and appeal of the 

manuscript, ensuring that it remains engaging throughout. 

Answer: Thanks for appreciation on the quality of our paper.  

 

We have made necessary changes in the highlighted revision as suggested by reviewer 

1.  

 


