RESPOSTAS DA SEGUNDA RONDA

Antes de mais, um grande obrigado de toda a equipa da “Acta Médica Portuguesa”, e especialmente aos revisores e editores, que apesar de verem certas correcções necessárias no nosso trabalho, o consideraram compatível com o alto grau de exigências da revista. 



[bookmark: _GoBack]Revisor A:

Question 1.  An open inquiry is not a good method inquiry to calculate the
prevalence of a disease in Medicine, since it originates a severe bias. 

A: The sample was a random and, as we said, obtained in primary health centers. As the reviewer suggested, this may generate bias, an explanation was made on the discussion and study limitations. 


Question 2 The statement “… there were no exclusions. No refusals happened…” is surely unexpected and reveals a very untypical behavior from the
enquired. Do the authors have an explanation for this very rare absence of
non-response? Did the patients feel some form of pressure to enter the
study?

We can possibly consider:
1. The previous contact with health center professionals: family doctors, nurses and other administrative staff that could clear eventual adherent’s hesitations. 
2. The oral and written clear explanation of the study and the invitation for free participation.
3. The methodology applied (only observation in private room) and subsequent contagious to participation of eventual hesitators.
4. The elongated waiting time in some (or most) of those healthcare centers may have actually worked in our favor.

Question 3. “…From the younger strata, 20 to 29 years old (y.o.), 302 subjects
were interviewed, while 353 individuals from the 30 to 39 y.o. age group were evaluated …”

A: We agree and thank the reviewer, it will be presented on final submission.

Question 4. If it is so simple to use the 1956 Pillsbury scale a summary of it as a table in the text would improve the presentation.

A: Once again we agree, it will be added in table format.

Question 5. a) These prevalence values estimates seem overwhelmingly high, as mentioned in the text in page 12 line 2: “As we mentioned, our prevalence values seem higher than those previously reported” 

A: As investigators, in this specific context, in face of such high values, such mentioning became a matter of good sense. 

b) What is the minimum for grade I acne? A comedo, a papule, a pustule? If so, this figure seems to be lower than expected! Do you have an explanation for what differs in the Oporto population that explains it, comparing with the lower numbers of the previous papers from 2 of the senior authors?

A: The observers where heavily trained to respect the Pillsbury scale by a senior, highly experient dermatologist. When in doubt, there had to be an agreement between both investigators. 

The previous investigation the reviewer mentions was targeted for a younger population (students only), and in different areas of north of Portugal, not only in Porto district.


Question 6
a) Why do you not include the questionnaire/examination charts in the paper? If it is too long, why not including it as an attached file? 

Yes, it will be sent on submission.

b) With so much confusion bias, how could you separate and make a link of causality between acne and food and tobacco? 

Epidemiologic nutritional studies are very exigent and with difficulty to obtain strong conclusions because memory bias and nutrients associate with identical meals. Desegregation of variables and doses is applied also to tobacco habits.

For causality we must ensure the required assumptions. We could also conduct a case control study and guaranty a sufficient high OR (confirmed with IC) for each of both factors and doses.  


c) Do you think it will be necessary a fine inquiry about the quality and type of food: milk, chocolate, sugars, fast food or if the tobacco is from cigars, cigarettes or pipe?

Yes, that would make a very interesting spin-off study. When talking about food, different quantities of sugar, milk and chocolate proportions may result in different outcomes. That is why we believe there are conflicting studies in this subject. When talking about tobacco, the same happens, and smoking method also varies: the some from a pipe (but not the cigar) is made from similar species as cigarettes, but less smoke goes into the lungs (and probably less may be systemically absorbed), spending much more time on the mouth, nose and throat (with all the issues it can bring). 

d) Do you know the weight and the height of the volunteers?

We understand why such might be important, but only a small literature review was made regarding such issue. No results were intended to be calculated or presented regarding such matter.


Question 7
How can you validate the answers from drug therapies for acne (sometimes a lot of years ago) and concomitant diseases?

A: The answers obtained were confirmed by the assisting doctors, by consulting the clinical files of the subjects that were being evaluated. When no information was available and patient seemed unsure or unreliable, we chose by not making the association or statistical analysis.

Question 8
In the abstract you wrote on the discussion: “The most affected área were the malars…” Do you not think this is a result?

A: Upon re-reading, we have to agree with the  reviewer. Such will changed from “Discussion” to “Results”.

Question 9
What Dermatology Life Quality Index - DLQI scale did you use to study the psychological and emotional distress (depression and anxiety) associated with acne?

We understand your question. In truth, no scale was used as we just considered it a qualitative question, but CADI and Acne Quality of Life indexes where consulted though not used. We considered it would not be as important to quantify as to qualify this issue. Nevertheless, your question truly makes sense and applying those questionnaires would have highly improved the quantification of such issue. 

Question 10 Finally, in what regards the affiliation of the authors:

a) In which one of the Portuguese Medical Schools are you studying in the 4th year of the “Mestrado em Medicina”? Or did you already finish it?

We all studied in ICBAS – Instituto de Ciências Biomédicas Abel Salazar, Universidade do Porto. By now, all of the previous students, with an exception for one of them (for private reasons), are all trainees in several medical specialties, all with a Master Degree.


b) João Amado was not one of the authors in the first draft of this paper. João Neves-Amado and João Amado from the CIIS-ICS da Universidade Católica do Porto is one and the same person?

I do understand your question. They are different persons. In fact, João Neves-Amado entered in this study after the first revision. Because of the retirement of the initial statistician (ME Matos) from ICBAS, it was necessary include João Neves-Amado in order to re-doing, confirm, summarize and obtain new statistical data for previous answer of these reviewers.

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

------------------------------------------------------
Revisor D:

Considero o estudo muito interessante, dada a falta de estudos epidemiológicos em Portugal em patologias dermatológicas mais prevalentes, nomeadamente na área da acne e especificamente em população "não-adolescente" a que se referem estudos anteriores já publicados (Ref. nº1 e Ref nº3 do estudo), i.e., em população adulta com o chamado "acne tardio" cada vez observado com mais frequência em consultas da especialidade.

Adicionalmente o enfâse dados à repercussão socioprofissional, pessoal e inter-relacional da acne é muito importante e nem sempre valorizada em estudos epidemiológicos já publicados noutros países:

Por último, o estudo da relação da acne com determinados tipos de alimentos e factores hormonais é também relevante, oportuno e inovador.

Dado tratar-se de uma patologia dermatológica facilmente identificável (e classificável em termos de escala de gravidade e tipo) por registo iconográfico, seria interessante documentar o artigo com algumas fotografias de intervenientes no estudo, nomeadamente fotos de "antes" e "depois" que documentassem o agravamento das lesões com as categorias de alimentos referidos.

R: A equipa desde já agradece os comentários do revisor. 

De facto, concordamos com o revisor. Na verdade, não foi efetuado registo de imagens do observado, tanto pelo facto de tal não constar nem da submissão à comissão de ética avalizadora do estudo como do consentimento informado escrito solicitado ao participante. 

No entanto, tal seria extremamente interessante do ponto de vista de um segundo estudo mais aprofundado, mas tal demoraria demasiado tempo (e recursos) neste contexto. Por outro lado, existiria sempre a eventualidade de haver uma elevada taxa de recusa.

Certamente daria um estudo derivativo muito conclusivo dados os resultados conflictuosos dos vários estudos existentes.
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