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REPLY
Thank you for your interest and attention t to my manuscript. I have carefully gone through the desired changes. In what follows I hope my responses are clear and in line whith what the referrees were hoping for.

 
Yours sincerely,
Inês Pinto
Reviewer A recommendation 1:

“Title 
To conform with paper content, I’d suggest that authors change the title to “attachment strategies and neuroendocrine biomarkers in obese children”. In fact, the presented work evaluates “neuroendocrine biomarkers” at a specific time point and not the “neuroendocrine vulnerability” which is significantly more complex.”
Reply:

The title is changed as suggested by the reviewer. The authors agree with the reasons presented. 
“Attachment strategies and neuroendocrine biomarkers in obese children”

Reviewer A recommendation 2:

“Abstract
Statistical data is inconsistent with data presented in results. Please correct.”
Reply:

As it was mentioned by the reviewer, the data presented in results were corrected in order to be consistent with statistical data:

Results. Type A, avoidant attachment strategies, had significant positive association with TSH levels and negative association with cortisol levels (R2 = 0.352). Type B, secure attachment strategies, had significant positive associations with both hypothyroidism and BMI percentile (R2 = 0.541). “Insecure attachment” strategies showed some evidence of positive association with TSH (R2 = 0.250). 

Reviewer A recommendation 3:

“Introduction
Introduction is clear and well written. Perhaps it lacks some information on studies correlating cortisol and TSH levels with neuropsychiatric conditions in other Portuguese cohorts.”
Reply:

Introduction, 7th paragraph
There are few Portuguese studies correlating cortisol and TSH levels with neuropsychiatric conditions for children of this age. Some independent studies of Portuguese cohorts have been published relating interrelations between the pituitary-thyroid axis and major neurosignaling systems involved in schizophrenia’s pathophysiology. The available evidence supports that thyroid hormones deregulation is a common feature in schizophrenia and the fine-tuning of crucial brain networks warrants thyroid hormone homeostasis17.

Reviewer A recommendation 4:

“Results
Results are clear. However, I’d suggest some clarifications:
ACTH was not found correlated with any type of attachment. That should be clearly stated by authors.”
Reply:

From multivariable analysis of the explanatory models for the attachment strategies ACTH was not found correlated with any type of attachment. 
This last sentence was stated in the 4th paragraph of the Results.

Reviewer A recommendation 5:
“The figure 1 and table 2 do not show the findings in a comprehensible way. I would suggest to improve the information provided: 
(1) all variables included in the multiple linear regression analyses should be reported in the table 2; “
Reply:

The distribution of the measurements of the neuroendocrine values and metabolic indicators is presented with more detail in Table 1. 

The associations between attachment strategies and anthropometric, familiar and neuroendocrine variables from the univariate analysis are presented in Table 2a and Table 2b. Supplementary Tables 2a’ and 2b’ were created to improve the information provided.
The main results of multivariate analysis of the explanatory models for the attachment strategies presented in Table 3 may be more comprehensible with the improvement of Table 2.
Reviewer A recommendation 6:
“(2) it is hard to find significant correlations in figure 1; and it does not add any relevant information to the data provided in the table 2.”
Reply:

The information provided in Table 2 was improved and complemented with Supplementary Tables (2a’, 2b’). Figure 1 was removed since it didn´t add any relevant information to the data provided in table 2.
Reviewer A recommendation 7:
“Discussion
Results were discussed in an appropriate way. I would suggest that authors could refer the lack of an assessment of psychological stress at the time of cortisol collection as a limitation to the interpretation of results. As ACTH was not found altered in the explored models, cortisol changes may reflect differences in the perceived acute stress which were not considered in the present study.”
Reply:

Discussion, 7th paragraph

In this study, HPA-axis activity was not assessed in response to a stressor given the ethical and practical implications of pharmacological challenge tests with children. As ACTH was not found altered in the explored models, cortisol changes may reflect differences in perceived acute stress which were not considered in the present study. Future studies that assess both measures simultaneously may reveal more differentiated results.
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------------------------------------------------------

Reviewer B recommendation 1:
“No entanto apresenta uma limitação metodológica importante: não foi tida em conta a uma variável muito importante neste contexto que é a presença de sintomatologia depressiva nas crianças da amostra. Sabe-se atualmente que há uma forte associação bidireccional entre obesidade e depressão e que também na depressão se encontram alterações neuroendócrinas, nomeadamente em relação aos níveis de cortisol.
Por este motivo teria sido fundamental avaliar a presença de comorbilidade
com depressão e considerá-la na análise estatística realizada.”
Reply:

A limitação metodológica foi incluída no 5º parágrafo da discussão:
Other explanation for these findings is that elevation of cortisol is associated with the presence of a concurrent affective disorder 9. On the other hand, cortical suppression could be due to a pattern of stress habituation over time, a pattern that increases the risk of difficulties in emotional and behavioral regulation; equally, reduced stress responsiveness may emerge as a result of genetic factors, or GxE interactions31. These differing patterns may in part reflect adaptations of the HPA axis to different periods of onset and chronicity, and differential genetic susceptibility. Confounders, such as depression, which is a frequently observed comorbidity, may account for some of the reported differences32. It is of mention the lack of depressive symptoms investigation was a handicap, but it was beyond the scope of the present study. “Roots of early obesity”19 project explored depressive symptomatology and other comorbidities in a larger sample and this data will be submitted for publication subsequently. 
