24/04/2019
Exmo. Dr. Tiago Villanueva
Os autores do artigo “RENINOMA: UMA CAUSA RARA DE HIPERTENSÃO ENDÓCRINA” agradecem o seu e-mail de dia 17 de maio de 2019, que incluía as alterações sugeridas pelos revisores.

Revimos cuidadosamente os comentários e sugestões dos revisores e procedemos a alterações no artigo de acordo com os mesmos. As nossas respostas a cada comentário foram realizadas tal como sugerido pela equipa editorial. As alterações ao artigo são mostradas em negrito, de cor amarela.
O limite de palavras foi excedido ligeiramente, de maneira a incorporar as excelentes sugestões dos revisores. 

Com os melhores cumprimentos

O autor responsável
Bernardo de Almeida Marques
Serviço de Endocrinologia, Instituto português de Oncologia de Coimbra Francisco Gentil, EPE
Revisor A comentário 1: Marques et al descrevem um caso raro de hipertensão arterial secundária a um tumor renal produtor de renina. O caso está bem documentado e discutido. Chamo apenas a atenção dos autores para os seguintes pontos minor: deverá ser feita uma revisão linguística em certos pontos do artigo como por exemplo "....ou adultos jovens. Estes cursam.....) deverá ser substituído por "....ou adultos jovens. Estes tumores cursam....." e "...metanefrinas e normetanefrinas urinárias" deverá escrever-se no singular. 

Resposta 1: Muito obrigado pelos seus comentários e sugestões. Os autores corrigiram o artigo de maneira a incluir as suas correcções de linguística.
Revisor A comentário 2 - sugiro que os autores incluam o hipotiroidismo como causa de hipertensão arterial na tabela 1.

Resposta: Os autores concordam com a sua sugestão e incluíram o hipotiroidismo como causa de hipertensão arterial endócrina.
Revisor C comment 1: The authors describe a very rare case of a juxtaglomerular cell tumor (JCT)
as a cause of secondary hypertension in a young female. The case is well described and managed. The introduction and discussion sections are generally well structured. 
DISCUSSION SECTION: there is evidence that the imaging features of JCT may be useful for the differential diagnosis with other renal neoplasms, and the authors should consider this evidence in the proper section (Kang S, et al. J Clin Imaging Sci. 2015;5:68; Faucon AL, et al. Am J Kidney Dis. 2019;73(4):566-571). 
Resposta: Thank you for your review of our paper. Your comments were very thoughtful and helped us clarify some aspects regarding imaging, end-organ damage and long-term follow-up.

The authors agree and that imaging can be useful for the differential diagnosis of JCT, particularly, magnetic resonance imaging. This method can help distinguish JCT from renal cell carcinoma, as these tumours show particular features, and should be performed in cases when JCT is suspected. We included the evidence that you suggested when discussing the imaging evaluation of JCT.
Revisor C comment 2: DISCUSSION SECTION: the authors do not mention the significance of (and the screening for) end-organ damage related to severe hypertension that often persists for several years before the diagnosis/treatment of JCT (Wong L, et al. J Hypert 2008, 26:368–373).
Resposta: Thank you for your suggestion. The authors decided to discuss the importance of end-organ damage related to hypertension and its diagnosis in the second paragraph of the discussion section.
In this case, hypertensive cardiac damage was screened by echocardiogram by the time of the diagnosis of reninoma, and it showed no signs of hypertensive heart disease. 
Renal function, namely urea and creatinine were normal and she had no signs of hypertensive kidney disease on renal imaging, so it was decided not to perform additional exams regarding the diagnosis of renal damage. 
Hypertensive retinopathy is relatively common in difficult-to-control hypertensive patients. She was not observed by an ophthalmologist, but treatment, in mild and moderate cases, consists of blood pressure control, as well as optimization of other possible risk factors. Papilledema, which is the severe form, is rare but requires urgent treatment. This diagnosis, however, is very unlikely in this case, as it causes visual field defects or decreased visual acuity, which were not reported by the patient. 
Revisor C comment 3: DISCUSSION SECTION: the last paragraph of this section does not
have clear published evidence to support the recommended imaging follow-up for the majority of JCT, as stated by the authors. To date, only 1 of the nearly 100 JCT that were published was found to be malignant. The majority of cases had no clear suspicious features for malignancy, and were considered clinically cured in the postoperative follow-up based mainly on hemodynamic/biochemical data (Wong L, et al. J Hypert 2008, 26:368–373).  While pathology criteria to distinguish benign vs malignant JCT are not yet available, the combination of worrisome/suspicious imaging (e.g., preoperative local invasion of main vessels by the tumor) and pathology features (e.g., large tumor size, gross evidence of tumor necrosis with hemorrhage) may be useful to tailor the long term imaging follow-up of some exceedingly rare JCT cases (Xiuzhen D, et al.Am J Surg Pathol 2004;28:1098–1102, quoted by the authors). Imaging for all cases seems excessive, considering that the main core of published data indicates a benign biological behavior for almost all JCT.
Resposta: Malignant reninoma is extremely rare and this patient has no pathological or imaging features that could predict future metastasis or disease recurrence. However, because of the rarity of this entity, there is no current evidence supporting a specific follow-up scheme. 
We address this issue in the last paragraph of the article. Therefore, considering the size, imaging and pathologic features, the medical team decided to perform renal ultrasound 6 months after surgery and biannual biochemical and clinical evaluation. Further imaging studies should be performed when disease recurrence is suspected, particularly if difficult-to-control hypertension is detected. 
