REPLY

Thank you for your interest and attention to my manuscript. I have carefully gone through the desired changes. In what follows I hope my responses are clear and in line with what the reviewers hope for.

 
Yours sincerely,
Inês Pinto

Reviewer A recommendation 1:
1. O inglês deve ser revisto 

Reply: Seguiu-se a orientação.
Reviewer A recommendation 2:

2. No resumo deve ser explícito qual o percentil utilizado para a definição de obesidade

Reply:

Substituiu-se na secção Material and Methods do resumo, a frase “Obesity was defined as body mass index percentile adjusted for age and sex.” por “Obesity was defined as body mass index above the 95th age- and gender-specific percentiles.”
Reviewer A recommendation 3:
3.  A introdução não está bem estruturada e não possui um fio condutor que permita fazer um bom enquadramento do tema
Reply: Procedeu-se à reestruturação da Introdução seguindo as recomendações e tendo em conta os objectivos do estudo.
Reviewer A recommendation 4:

4. Ao longo do manuscrito encontram-se várias vezes "anxiety" e "depression"; no entanto, deverá ser clarificado ao que é que os autores se referem exactamente em cada um dos casos, ou seja, se é aos sintomas ansiosos ou depressivos, a sindromes ansiosas ou depressivas ou a perturbações ansiosas ou depressivas.
Reply: Realizou-se uma profunda reelaboração dos conceitos aplicados tendo o maior cuidado na sua adequação em cada contexto.
Ex:

Introdução, 2ºparágrafo:

“Metabolic syndrome, of which obesity is a part, shares risk factors with disorders of anxiety and depression. On the other hand, anxiety and depression are also known to increase the risk of obesity. Such a mutually reinforcing relation can contribute to the association between anxiety and depression and coronary artery disease5.”

Este parágrafo refere-se a perturbações ansiosas ou depressivas e não aos sintomas; uma vez referidas, não se voltou a repetir a palavra “disorders” para facilitar a leitura do parágrafo.
Reviewer A recommendation 5:

5. Na metodologia deve ser indicado se havia crianças a realizar acompanhamento psicológico, embora não medicadas.
Reply:

Material e Métodos, 1ºparágrafo:

“Exclusion criteria were the use of medication, having reached puberty during the period of assessment, undergoing mental health intervention or other medical treatment besides those for obesity.” 
Reviewer A recommendation 6:

6. Nos resultados, na tabela 1 e na página 10 os autores referem-se a "high and low functioning families" mas na introdução e na metodologia não está explicado o que são.
Reply: Procedeu-se à sua definição na secção Material e Métodos:
Material e Métodos, 6ºparágrafo:

“In other words, balanced levels of cohesion and adaptability are conceptualised as reflecting healthier family functioning, and they are classified as “high functioning families”. Unbalanced levels of cohesion and adaptability (very low or very high levels) are seen as reflecting more problematic family functioning, and they are classified as “low functioning families”.”

Reviewer A recommendation 7:

7. Na discussão, nas páginas 10 e 11, por exemplo, os autores escrevem
"depression problems" e "anxiety problems", respectivamente. Estes termos
são pouco científicos e por isso deverão ser corrigidos.
Reply:

Discussão, 1ºparágrafo.

Substituiu-se:

“This study explores associations between basal serum cortisol levels and anxiety and depression problems in a sample of obese children.” 
Por:

“This study explores associations between basal serum cortisol levels and symptoms of anxiety and depression in a sample of obese children.”

Discussão, 3ºparágrafo

Substituiu-se:

“On theoretical grounds, one can expect alterations in HPA-axis activity to be more evident in individuals with a long history of anxiety problems.”
Por:

“On theoretical grounds, one can expect alterations in HPA-system activity to be more evident in individuals with a long history of anxiety symptoms.”
Reviewer A recommendation 8:

8. A discussão não é de fácil leitura e deverá por isso ser rescrita de forma mais organizada

Reply: 

Seguiu-se a orientação com reelaboração da discussão e conclusão de acordo com os principais resultados encontrados. 

------------------------------------------------------

------------------------------------------------------
Reviewer B recommendation 1:

1. A major concern regarding the data and conclusions stems from the fact that
analyses were conducted in very small sub-samples obtained from the initial
sample (104 obese children). The rationale for this design was not clear, as it seems to severely weaken the conclusions that can be drawn from the data.

Reply: 
Our goal was to contribute to understand the complexity of a wide range of associations with cortisol levels in obese children. The study was not designed to test hypotheses, include all possible relevant parameters or be designed to generalize the findings to other samples. Through identifying discrete subsamples it may be possible to identify factors that only have effects under limited circumstances. But our study size means that such subsamples were of necessity very small.

Mothers with symptoms of anxiety and depression and their offspring tend to have similar neuroendocrine biomarkers, such as altered levels of cortisol, peripheral levels of dopamine and serotonin, right frontal electroencephalogram activation and vagal tone. If a description of specific subgroups, such as patients in whom there is an association of certain biomarkers with specific symptoms, based on such data was to emerge, then, both short and long term benefits of treatment could potentially be improved. Although new reports about treatment response in multisite studies have emerged in the past 5 years, treatment advances are lagging due to scarcity of adequate studies with the appropriate indicators of response. Due to the exploratory nature of this project, it was only possible to identify a few discrete subsamples from which it seems possible to gain further insight into the role of factors that under certain circumstances contribute to the symptom constellation.

Reviewer B recommendation 2:

2. The authors state in the abstract that “girls from high functioning families
showed a significant, negative correlation between cortisol and anxiety”.
That’s the only result mentioned in abstract and, apparently, the unique finding
of the paper. However, this is not in accordance with results as there are
no correlation between anxiety (EADS-C) and cortisol even in girls from high
functioning families. 
Reply: 

We agree with Reviewer B recommendation. Abstract was submitted to changes in accordance with Reviewer B comments.

Abstract
Introduction. This observational study explores potential links between obese children’s cortisol, and parental mental state, family functioning, and the children’s symptoms of anxiety and depression.
Material and Methods. A non-random sample of 104 obese children (55 boys), mean age 10.9 years (standard deviation 1.76), was recruited from a childhood obesity clinic. Obesity was defined as body mass index above the 95th age- and gender-specific percentiles. Neuroendocrine biomarkers were measured. Symptoms of anxiety and depression were assessed with self and parent-reported questionnaires (EADS; CBCL). Family functioning was assessed with parent-reported questionnaires (FACES-III). 
Results. A significant, negative correlation (rs=-0.779; p=0.003) between girls’ cortisol and their parents’ anxiety symptoms was found, limited to high functioning families. Boys scored significantly higher than girls on parent-reported internalizing symptoms but not on self-report. No association was found between cortisol in children and parental depressive symptoms.

Discussion. Whether the association between cortisol levels in obese children and parental mental health is effectively restricted to girls from high functioning families or is due to study limitations, requires further research. The lack of associations between cortisol in children and parental depressive symptoms, suggests a specific association between cortisol and parental anxiety symptoms. 
Conclusions. These results highlight the importance of taking into account family functioning, parental mental state and gender, when investigating neuroendocrine biomarkers in obese children associated with symptoms of anxiety and depression. 
