RESPOSTA AO COMENTÁRIO DO EDITOR
NOTA DO EDITOR: Solicitamos aos autores o favor de resubmeter o artigo sem as fotografias, por não serem necessárias e carecem de Consentimento Informado.
Relativamente às fotos, tal como foi explicado na legenda das mesmas, foi obtido consentimento informado por escrito para a publicação das mesmas. Temos todos os consentimentos e poderemos enviar uma cópia caso seja necessário. Os autores consideram que, sobretudo para quem trabalha na área da Genética, a análise das características dismorfológicas (através da imagem e não tanto por descrição) é relevante. NO entanto, deixamos à vossa consideração a inclusão das imagens ou não. Para isso, enviamos por e-mail e em anexo duas versões do artigo: uma versão com as fotos e outra sem as fotos.

Muito gratas.
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RESPOSTA AOS COMENTÁRIOS DOS REVISORES
Revisor D:

"Intellectual disability (ID) affects 2-3% of the general population, with a chromosomal abnormality being found in 4-28% of these patients and cryptic subtelomeric abnormality in 3-16%."

What are the studied populations? These frequencies seem very high! It would also be interesting to discuss that many forms of ID are caused by single gene mutations, and that perhaps contribute to a larger subset of the patients.
Thank you for your comment. I have corrected the citation in the text: this frequency was found in de Vries 2001 paper. 
Please check the introduction with the new information about forms of ID.

" In the array-CGH era, it is tempting to perform this technique in both child and parents to confirm a de novo occurrence; however, a normal array result does not exclude a balanced translocation in parents, leaving the family at risk for chromosomal unbalances in future pregnancies of healthy carriers "

Array CGH is widely used in cytogenetics centres for constitutional genome analysis, and is recommended as a first line test in place of G-banded chromosome analysis for ID for some years now. This is the case because it was clearly shown to be a lot more cost effective that starting with a G-banded chromosome, followed by Array CGH. However it is clear that some chromosome imbalances will have an underlying gross chromosome rearrangement. G-banded chromosome in no longer offered as a standard chromosome testing in many genetic labs.

I think that the authors need to define in which situations they would recommend karyotype and FISH techniques. Some types of imbalances may be more likely associated with a balanced translocation or other forms of chromosome anomalies than others. Perhaps, it may not be necessary to perform karyotype and FISH techniques in all cases, and many labs have consensus guidelines on when to offer further testing. Translocations and other chromosome rearrangements are relatively uncommon.

Yes, it is true. Our idea was to remember that, in some cases, G-banded chromosome should be required, not as first-line test, but as a complementary test. Because array-CGH will not revealed, as in our examples, a balanced translocation, we think karyotype still has a roll. For example, an individual with normal array-CGH result who is a carrier of a balanced translocation will only know his precise risk if karyotype and/or FISH is performed. So, these techniques should be performed in the parents of an index case and in a Genetic consultation. 

Please read the new alteration of both introduction and discussion. Thank you.
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Revisor E:

O título é informativo e curto. Apesar de reflectir o conteúdo de forma sucinta, penso que poderia ser reformulado, substituindo a palavra “presentation” por “characterization” (eventualmente, até pôr “clinical and cytogenetic characterization”, se houver espaço).

Obrigada pelos comentários. Por favor ver no texto. 

O resumo está bem estruturado e reflecte o conteúdo do manuscrito. Considero que deveria apresentar, nos resultados do resumo, o número de rearranjos que foram herdados (desse modo, chamar-se-ia ainda mais a atenção para a importância do estudo dos familiares).
Por favor, ler em resultados: 7 were inherited from a balanced cryptic rearrangement and 3 were inherited from a similarly affected parent.
A introdução poderia justificar melhor a relevância do estudo, mencionando, por exemplo, a importância de apresentar uma população de doentes com delecções e duplicações concomitantes – não qualquer referência ao motivo pelo qual foram selecionados estes doentes (e não, por exemplo, os que têm apenas delecções ou apenas duplicações). Penso

que é algo que deveria ficar mais claro, para quem não é da área da Genética Médica. 
Por favor ver novas alterações na introdução e na discussão. Obrigada
Há uma abreviatura que não está definida nas notas de rodapé (MVP – vide comentário).
Já corrigi na legenda, obrigada

Poderia ser dada mais alguma ênfase à presença de dismorfismos faciais (ao invés de referir apenas) e de anomalias congénitas, achados frequentemente associados a rearranjos subteloméricos, a par do DI.
As dismorfias faciais, dado serem muito diferentes entre cada caso, optámos por descrever na tabela. Quanto às anomalias congénitas, foram relativamente poucas, pelo que optámos por colocá-las na tabela em “others”. 

A discussão não faz referência a outros estudos semelhantes (se existem ou não, se os resultados são comparáveis aos apresentados na literatura), o que poderia salientar a originalidade e revelância do presente estudo.
Os estudos que encontramos são um pouco mais antigos e estão assinalados nas referencias. Deste modo, acrescentei na discussão: Some papers were published a few years ago describing groups of patients with these chromosomal rearrangements, but, as far as we know, apart from case reports, there are no additional publications like this one  in recent years.
As conclusões são demasiado gerais – as conclusões do resumo e as do manuscrito não são coincidentes. Penso que os autores poderiam incluir as conclusões do resumo também nesta parte, pois reflectem bem a sua relação com os objectivos.
Por favor ver nova conclusão.

Algumas referências ao longo do texto não estão de acordo com o respectivo número (fiz comentários em relação a estas incongruências no manuscrito). A informação está de acordo, mas não encontrei nos artigos citados as percentagens apresentadas na introdução (nomeadamente: “4-28% of patients with intellectual disability.2,5 Subtelomeric regions are

gene-rich chromosomal regions with a highly repetitive structure, frequently involved in chromosomal rearrangements.6,7 Cryptic subtelomeric abnormalities are well known causes of intellectual disability, syndromic or isolated, being responsible for 3-16% of cases.”).

Por favor ver texto e referências já corrigidas.

A referência 5 não obedece ao estilo AMP.
Por favor ver nova referência corrigida. 
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Revisor G:

Review to the manuscript:

Subtelomeric rearrangements: presentation of 21 probands with emphasis on familial cases

By: Ana R Soares; Gabriela Soares; Manuela M Freitas; Natália O Teles; Ana M Fortuna

Submitted toActa Médica Portuguesa

Comments to Authors:

Summary:

This paper presents the clinical and cytogenetic characterization of 21 patients with subtelomeric rearrangementsfollowed at Medical Genetics Center of Centro Hospitalar do Porto between 1998 and 2017.

This review mainly concerns technical and scientific aspects of data analysis.

Major comments:
1. The main characteristics of the patients under study should be summarized making use of exploratory data analyses and visualization, by considering the adequate graphical (visual) method for each case. These would help visualizing the more relevant details of the data under study, namely those reported on the Results and on the Discussion sections. Tables aggregating data should also be considered. The aggregation and visual representation of the data (with tables and graphics) would considerably improve the readability of the relevant information concerning these patients (e.g., possible connections between characteristics; or differences on the predominance of certain characteristics). 
Thank you for your comment. Given that we are dealing with rare diseases, and these patients are all different, both clinically and cytogenetically, we do not consider possible / relevant other form of data analysis.
2. Consider reformulating the end of the Introduction section, where you have: “With this work, we wish to stress the awareness for these rare diseases as well the importance of familial studies”. In my opinion:

2.a. “we wish” may not be the adequate term to use in a scientific document;
Please, go back for the text, I have corrected the sentence. 

2.b. in this work you really do not stress the importance of familial studies. Instead, you just present the results of a familial study. In my perspective, to stress the importance of something, one should, at least, compare two groups. One group for which we do something and the other group for which we do not do it

With “to stress the importance” we mean to be aware, to keep in mind, to not forget an important and clinically relevant situation. I think we cannot compare two groups in this work, again, because these are rare conditions, and the only way to know if we have a familial chromosomal rearrangement is to perform familial studies
2.c. In this paper you only present the characteristics of the rare diseases of the patients under study, and you show that they exist. But do not “stress the awareness” for these rare diseases.

Please, see answer 2.b
Minor comments:

3. All the acronyms should be clearly defined the first time they are used in text, even those extensively known in the field (e.g., DSM, FISH, MLPS, GTL, CGH, but some more are being used without a definition). 
4. Typos should be corrected (please check for more):

4.a. At the end of the 2nd paragraph of the Introduction section, may be you want to cite reference 8, instead of reference 80; 

Please, go back for the text, I have corrected it. 

4.b. At the end of the Introduction section, an “as” is missing;
Please, go back for the text, I have corrected it. 

 4.c. Maintain coherency on the use of words and expressions (e.g., “de novo” sometimes does not appear on italics; or the use of capital letter or lower case for “chromosome”).
Please, go back for the text, I have corrected it. 

Capital letter was used in the word Chromosome when I was describing a syndrome; lower case was used to talk about the chromosome itself or with the word “chromosomal”
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