[bookmark: _GoBack]Toda a equipa gostaria de agradecer a oportunidade e também o contributo que todos os revisores deram para completar este trabalho, oferecendo-nos excelentes opiniões para a melhoria do nosso artigo. Muito obrigado.

REVISOR A

1. É necessário que incluam referências mais actuais.

R: Caro revisor, como certamente poderá comprovar pelas novas referências, vários artigos desde o ano 2010 até 2015 foram adicionados. Em baixo encontram-se as referências bibliográficas de alguns deles.


- Dessinioti C KA. Congenital adrenal hyperplasia. Dermato-endocrinology. 2009; 1(2): p. 87-91.
- Davidovici BB WR. The role of diet in acne: facts and controversies. Clin Dermatol. 2010 Jan-Feb; 28(1): p. 12-16.
- Makrantonaki E GRZC. An update on the role of the sebaceous gland in the pathogenesis of acne. Dermatoendocrinol.. 2011 Jan-Mar; 3(1): p. 41–49
- FW D. Acne: Diet and acnegenesis. Indian Dermatology Online Journal. 2011; 2(1): p. 2-5.
- BC M. FoxO1 - the key for the pathogenesis and therapy of acne? J Dtsch Dermatol Ges. 2010 Feb; 8(2): p. 105-114.
- BC M. Evidence for acne-promoting effects of milk and other insulinotropic dairy products. Nestle Nutr Workshop Ser Pediatr Program. 2011; 67: p. 131-145.
- T.P H. Clinical Dermatology. 5th ed.: Mosby Elsevier; 2010.
- Scarfi F AM. Lithium acne. CMAJ. 2013 Nov; 185(17): p. 1525.
- Momin SB PADRJ. A status report on drug-associated acne and acneiform eruptions. J Drugs Dermatol. 2010 Jun; 9(6): p. 627-636.
- Du-Thanh A KNBHGB. Drug-induced acneiform eruption. Am J Clin Dermatol. 2011 Aug; 12(4): p. 233-245.
- Tan JK BK. A global perspective on the epidemiology of acne. Br J Dermatol. 2015 Jul; 172 Suppl 1: p. 3-12.
- Katta R DS. Diet and dermatology: the role of dietary intervention in skin disease. J Clin Aesthet Dermatol. 2014 Jul; 7(7): p. 46-51.
- Seleit I BOAAHA. Body mass index, selected dietary factors, and acne severity: are they related to in situ expression of insulin-like growth factor-1? Anal Quant Cytopathol Histpathol. 2014 Oct; 36(5): p. 267-278.
- Bettoli V ZSVA. Is hormonal treatment still an option in acne today? Br J Dermatol. 2015 Jul; 172 Suppl 1: p. 37-46.
- Lam C ZA. Contraceptive use in acne. Clin Dermatol. 2014 Jul-Aug; 32(4): p. 502-515.

2. É necessário que incluam a afiliação profissional completa
(Departamento/ Instituição/ Cidade/ País) de cada um dos autores.

R: Caro revisor, todos os dados pedidos foram agora preenchidos através do sistema próprio de submissão de metadata da “Acta Médica Portuguesa”.
REVISOR B

1. One of the main goals of this report is to assess the prevalence rate of
acne in adults in the north region of Portugal.

A: Yes, concerning adults that use the Primary Care Centers in the greater Porto area. Such approach focus prevalence in the greater Porto area.


2. Acne affects circa 80% of the population at some age, treatment of severe
cases lasting in average 3 years, at least in western populations, with
peaks of occurrence in teenagers. Davidovici and Wolf report a prevalence of
85% in the population aged 11-30 years, and thus the prevalence is bound to
drop steadily for adults elder than 30. In Collier et al. (2007) 1013
participants the prevalence have been

                        Women          Men
20-29 years     50.9%           42.5%
30-39 years     35.2%           20.1%
40-49 years     26.3%           12.0%
≥ 50 years       15.3%             7.3%

Recent studies on adult acne present controversial prevalence, that seem
very grossly overestimated. Goulden et al. (1999) reported an overall
prevalence of 54% of facial acne in adults, but they used a convenience
sample of volunteers (and all of them recruited among employees of either
Leeds teaching hospital or of a large manufacturing firm, without no
indication of chemicals involved in this industrial plant). In view of the
published international data, the figure 60.5% in Semedo et al. seems a
grossly inflated prevalence estimate. 

A: As the reviewer may foresee, we just presented the results we obtained from the data we collected. We only had interest in presenting the reality we were given. The fact that Coullier et al. (2008) measured volunteers from selected origins without medical training that self-reported their own findings, will insert a bias. Such method does not seem to be the best way to create a sample. Adding to that, their results were based on the participant’s own perception of acne presence, rather than a proper clinical evaluation, which may mean that lighter acne degrees – the more prevalent in our study – may have not been accounted. Taking such observation into attention, our prevalence distributes as follows:

                     	Women      	Men
20-29 years    81,5% 	75,0% 
30-39 years 	 68,2% 	58,2%
40-49 years    45,5%      	41,5% 
50-60 years    45,9%	46,7%

This prevalence values seem overwhelmingly high, but as mentioned in the text in page 12 line 2: “As we mentioned, our prevalence values seem higher than those previously reported. In fact, careful statistical analysis and an attentive eye show that the values we obtained are very similar to the mentioned study [2]. Such study was based on the self-report by patients that were present in a university’s campus common areas and medical clinics’ waiting areas which, and due to the lack of knowledge/medical training on acne, may mean that lesions/features may have been under-reported, leaving milder acne grades unreported. When we compared our apparently “inflated” prevalence values leaving only acne graded I patients out of calculus, we both confirmed and added information to the original Collier’s study: milder acne grades or symptoms may be socially undervalued, neglected, or even accepted without triggering a reference to acne, which results in an artificially lower acne prevalence. In our study, only 5% of the 1055 individuals were aware of having grade I acne, that was present in 37,5% of patients. Taking such variation into account, our values become very close to those by Collier: from 20-29 y.o., the prevalence is 43,8% for males versus 40,0% for females; from 30-39 y.o., the prevalence is 16,5% in males versus 26,2% in females; from 40-49 y.o., the prevalence is 7,7% in males versus 16,4% in females; and from 50-60 y.o., the prevalence is 16,7% in males versus 4,7% in females. The direct evaluation by properly trained medical students appears to uncover previously under-noticed grade I acne patients”.

The tables on the following page showing such calculations will address your concerns.
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3. There is the claim that observers (4th year medical students) have been
trained to diagnose and grade acne. But hasty training, and the endeavor to
find adults with acne in the sample may bias considerably the results,
namely the high proportion of patients diagnosed with grade 1 acne (and why
using 1956 Pillsbury scale? — for comparison purposes with recent studies
this is not ideal).

In cases of hasty training, it would be advisable to correlate trainees’
diagnosis with an expert dermatologist diagnosis in a small sample of
patients, in order to assess how trustful the results of training had been.
This question is thoroughly discussed in Gonçalves et al. (2011).

A: Several answers can be given to elucidate the reviewer’s concerns. First, All of the students that participated in the data gathering had already concluded (with success) the discipline of Dermatology. The senior authors made sure the students’ knowledge was well solidified. The training was not “hasty” as the reviewer referred: several sessions were made, comparing cases and analyzing pictures and volunteer patients (and fellow colleagues with acne), with both senior tutors present. A lot of discussion and analysis (and reading) happened between all observers, being them students or senior authors. No previous knowledge existed regarding this population, so, once again, all results are what they are, the reality presented to us.

Adding, the Pillsbury scale was chosen for its simplicity, being subject of study both during the Dermatology course and during preparation for data gathering. Such scale was chosen for its simplicity and easiness of classification and understanding. Each student had a scale which could be used in doubt on-site. It is important to mention that all subjects were analyzed by a group of two students, increasing the likelihood of correct scaling.


4. On the other hand, the sample selection has not been accurately described, the authors speak of sample size adjustment to counteract clustering effect, but how were patients selected in the clusters, and how and why were those specific clusters selected? There is a brief mention that it is a
convenience sample (line 2 in the Materials and Methods section), and
therefore the validity of the results is doubtful even for the population of
85,855 subjects registered in the health centers investigated. The authors
also claim that they used a sample of size 1220 instead of the 700 required
according to sampling theory, to increase power — obviously they are not
aware that using sample sizes almost double of what is recommended they are getting lower p-values (increased power, as they say), but that this can
result in statistical significance of irrelevant differences.

A: The convenience sample was composed by patients that used the selected Primary Care Centers on the days data was gathered. No selection happened: chance chose which 1055 patients went to the facilities, either acne suffering or not. The entire universe of patients is made by all the population that could use those medical services. The acne sufferers are the numerator for calculating prevalence. It is a commonly used sample selection method used in numerous (if not most) epidemiologic studies and does not get weaker for being used in such a way. From the total of population inscribed in the mentioned healthcare centers, estimates made suggested a total of 700 subjects to create a proper sample. The number of elements in those healthcare facilities was estimated in order not exclude any necessary number of sample-composing agents. The final number (1055) may not have increased statiscal power, but may for sure minimized any occasional classification error from the observers’ part, being for that also important.


5. The two senior authors had previously co-authored a rigorous and informative paper on youth acne affecting students in northern Portugal at the onset of puberty (estimate 82.1%), and another paper on acne prevalence among young adults studying in a bio-medical institute in Oporto (estimated
prevalence: 62%). From those findings and the known decay of acne prevalence with age, the overall estimate presented in this submission seems doubtful.

A: The senior authors affirm and confirm the quality and precision of the obtained data that produced the presented values. If no information regarding Primary Care Centers (and a wider and older population for that matter) was available, how can one make an estimate of error? Scientific works are always a starting point, and as said before, we just presented the reality we were given.


6. Observe also that there is no information on when patients have been
observed, and therefore there is no indication on whether the seasonal
variation has been taken into account. Inclusion/exclusion criteria are
missing, as well as a table presenting objectively the main evidence
collected. There is no information about was has been asked in the
questionnaires, and in the following interview (?)/ observation. Etary
composition of the sample is also missing.

The dates and etary compostion where not inserted in the original draft by lapse, and we would like to thank the reviewer for noticing that. The data collection went through January to April 2011, which removes the effect of UV light from equation. Regarding etary composition, and thanking again the reviewer for noticing: “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. Regarding the 40-49 y.o. age group 277 elements were observed, while 122 were in the 50 to 60 y.o. age group.”

Questionnaire main areas are: biographic data, dietary habits, present or past acne treatments, seasonal variation, acne location, facial hygiene-related questions and familial data regarding acne.

Physical examination: specific questions and objective examination of the skin on the face and neck, was performed by observers in a private office.

Inclusion criterion were all the adult patients from 20-60 y.o. that went into the selected Primary Care Centers on selected days. There were no exclusions. No refusals happened. If necessary, the questionnaire/examination charts can be sent on request.


7. A substantial part of the paper deals with the role of the diet in acne, a
major concern systematically reviewed in Bowe et al. (2009) and in Spencer
et al. (2009), see also the more recent work of Davidovici and Wolf (2010).
All of them are very critical of most of the published papers (Davidovici
and Wolf even speak of “scientific, pseudoscientific and nonscientific
literature”). According to those authors, only carbohydrates intake has
been proved to have a real bearing on acne. In what concerns milk intake,
the findings of Semedo et al. contradict other studies in what concerns acne
risk associated with skimmed and of whole milk intake — why, is the
composition of Portuguese milk diverse from the composition in other
countries?

A: Regarding the milk, we consider ourselves not being qualified enough to know whether our milk is different – such field represents a totally different area of expertise where more knowledgeable investigators can give a proper response. The goal was report findings, and then compare it with subsequent populations, periods of time or situation. Multiple articles newly added to the text show that there may be a direct connection between milk consumption and acne, some of them going into a pathophysiological level.

A mention to the study the reviewer kindly mentioned was added.


8. The risk of smoking has been investigated for instance by Schäffer et al.
(2001), but there are many flaws. In Semedo et al. paper there is the
conclusion that smoking has no evident bearing on acne (I agree) but in
their study there is no indication on heaviness of smoking, and passive
smoking is not considered (as in all the papers I know dealing with this
issue).

A: We mention that there is a relationship between heaviness of smoking and acne (“in our study, linear regression analysis also revealed a dose-dependent relationship between acne severity and the average number of cigarettes smoked every day (p<0.001)” – the initial part of the text was re-written for better understanding). The number of average cigarettes per day was asked to patients. Most studies we read point to a relationship, in some of them with physiological connection attempts. Meanwhile, it is quite easy to find studies that contradict what we (and other positive association supporters) found, such studies were added to the text and references.

As the reviewer pointed, it would have been interesting to know data about passive smoking. That is a limitation of this article.


9. Similar criticism may be addressed to other points; for instance, there is
no quantification of chocolate eaten, and the observations on fast food as a
dietary indicator seems farfetched.

A: That is another limitation of our study. Fast food frequency consumption was interpreted as a carbohydrate consumption indicator (more/less than twice a month). Regarding chocolate quantification, such observation was not made and could have given a very interesting contribution. We agree with the reviewer when referring to the amount of chocolate eaten. Anyway such quantization would have to take into account several other features regarding other ingredients of chocolate (such as sugars, oils or nuts) other than pure dark chocolate, that could contribute for different factors like the high glycemic index food consumption. Such concerns are expressed in the Davidovici and Wolf (2010) the reviewer kindly mentioned.


10. There is an interesting observation about acne lesions in the right and left
sides of the face, but no indication whether there is a difference among
right and left handed patients (Goulden et al., 1999, report 12% scarring in
the sample they observed).

By doing posterior statistical analysis, we did find 18,6% (19,0% in women and 16,9% in men) of scars in acne suffering patients but we did not account for hand dominance. For that, we agree with the reviewer, that is another limitation of our study. A positive correlation between scarring and acne grades was found (p<0.000, chi-squared = 0,304). 



REVISOR C

1. Assim a associação de acne com seborreia, alopécia de tipo androgénico e
hirsutismo, está presente no sindrome do ovário poliquístico e
hiperplasia congénita da supra-renal na sua forma tardia.

R: Caro revisor, conforme amavelmente foi sugerindo, tanto neste como nos outros pontos que referiu, refizemos a pesquisa de modo a incluir as suas sugestões, que em seguida transpusemos para o artigo. De modo a facilitar a leitura, insiro os trechos resultantes das suas sugestões, com a referência bibliográfica associada:

 Página 14, últimas duas linhas, continuando na página seguinte:
“It is also important to note that seborrhea, acne, androgenic type alopecia and hirsutism is present in both polycystic ovary syndrome and late-form congenital adrenal hyperplasia, due to elevated levels of androgens. In polycystic ovary syndrome, the high levels LH and hyperinsulinemia work synergistically, causing among other changes, androgen production [26], while in late-form congenital adrenal hyperplasia, a very low level of plasma cortisol 21-hydroxylase deficiency fails to inhibit the hypothalamic-pituitary-adrenal feedback system, which in turn leads to increased oversecretion of ACTH, resulting in overstimulation of the adrenals, their hyperplasia and increased androgen production. Late-form congenital adrenal hyperplasia also is characterized by some level of insulin resistence, which results in compensatory hyperinsulinemia which, in turn, may increase the responsiveness of the pilosebaceous unit to androgens [10].“


2. A relação com a ingestão calórica aumentada, principalmente à custa dos
hidratos de carbono com elevado índice glicémico e gorduras saturadas,
remete-nos para a obesidade e consequente insulino-resistência também
presentes nas patologias atrás referidas e que nos deve levar a investir de
forma preventiva no estudo hormonal destes casos. Com efeito, esse estudo
terá implicação terapeutica, não só para correcção endócrina mas
também para tratamento do problema dermatológico com melhoria da imagem e consequente auto-estima.

R: À semelhança da pergunta anterior, incoporámos a sua sugestão na discussão do artigo. Página 15, linha 11 a contar do fim:
“This insulin resistance added to a diet with high caloric ingestion, mainly composed by high glycemic index carbohydrates and saturated fats, may lead to obesity and should lead one to preemptively invest in hormonal study. The discovery of any of this diseases will change treatment, correcting both dermatological and endocrinal problems, solving as well self-esteem and self-image issues. More than one author advocate that acne may be a risk indicator for increased body mass index and insulin resistance due to exaggerated mTORC1 signaling by Western diet, explaining the association of acne with increased body mass index, insulin resistance, and early onset of menarche [4] [5].” 


3. A mais elevada incidência da associação acne e hirsutismo na população
feminina deste estudo pode ser explicada pelo predomínio, nos países da
Europa do Sul, do défice da actividade enzimática duma hidroxilase
responsável pela forma tardia da hiperplasia congénita da supra-renal,
cuja clínica é sobreponível à do Síndrome do ovário poliquístico e
muito frequentemente esquecida.

R: A sua interessante sugestão foi de novo incorporada no texto. Página 15, linha 11 do penúltima parágrafo:
“Such could be explained by a higher 21-hydroxylase deficiency, that may lead to a late-form congenital adrenal hyperplasia (which can sometimes be clinically presented as a polycystic ovary syndrome), more common in Southern European countries [31]. “

4. A referência à não associação de acne com diferentes tipos de
contracepção merece uma nota na discussão, já que é sabido que a
pílula só com progestativo, bem como o implante de etonogestrel, agravam
frequentemente a acne.

R: Após pesquisa, conseguimos incorporar a sua sugestão, acrescentando ainda o DIU revestido a levonorgestrel. Página 16, linha 6:
“It is important to mention however that previous studies show that progestin-only oral contraceptives [32,33], single-rod containing etonogestrel [34] and levonorgestrel-releasing intrauterine systems [35] may worsen acne symptoms. “


5. A associação do agravamento da acne ao consumo de leite gordo e
meio-gordo, não encontrada nesta amostra, encontra-se bem explicada pela
presença de pregnandiona e andrstenediona na gordura do leite e ainda pela
descoberta de receptores androgénicos na unidade pilo-sebácea - o factor
de transcrição nuclear Fox 01 - que é modulado pela insulina e pelo
factor de crescimento semelhante à insulina (IGF1).

R: Caríssimo revisor, o nosso estudo encontrou um odds ratio aumentado, ainda que não muito forte, de ter acne com o consumo de leite meio gordo ou gordo, mas não magro ou não consumir OR=1.33; [1.03 – 1.70]), p=0.025 (página 9, 2º parágrafo).

Apesar de termos referenciado a pregnandiona e androstenediona, a adição da sua observação em relação ao FTN Fox O1, permitiu completar de forma importante esta secção do artigo. Página 12, 2º parágrafo:
“Previous works support that milk may induce acne, since it contains 5-alpha-pregnanedione and 5-alpha-androstenedione, which are converted into Dihydrotestosterone (DHT) (the primary acne-producing hormone in humans) by enzymes found in pilosebaceous units [12]. Additionally, Insulin-like growth factor (IGF-1) levels in adolescents and young adults are similar to those found in adults with acne. Milk also contains IGF-1, thus increasing endogenous IGF-1 levels [13,14]. A previous study found a relationship between increased consumption of skimmed or low-fat milk and increased acne severity in adolescent boys (9-15 years)[16]. This may be explained by the increased plasma IGF-1 levels found in these subjects [16]. The recently discovered nuclear transcription factor Fox O1, seems to be a key mediator in acne pathophysiology. Elevated growth factors during puberty and persistent growth factor signals like IGF-1 and insulin (like those due to a Western life style), stimulate the export of FoxO1 out of the nucleus into the cytoplasm via activation of the phos-phoinositide-3-kinase (PI3K)/Akt pathway. The genes and nuclear receptors involved in acne pathogenesis are disinhibited leading to increased androgen receptor-mediated signal transduction, increased cell proliferation of androgen-dependent cells, induction of sebaceous lipogenesis and upregulation of Toll-like-receptor-2-dependent inflammatory cytokines leading to known acne physical features [14, 17-18].”


6. Finalmente na Conclusão é afirmado não ter sido possível encontrar
conexão entre agravamento de acne e classes de fármacos, como expectável
na dimensão da amostra. Contudo essa ligação está provada para
esteroides anabolizantes (Danazol e Testosterona), corticóides,
tuberculostáticos (Isoniazida), barbitúricos, lítio, brometos e iodetos,
e, menos frequentemente com a azatioprina e Ciclofosfamida.

R: Após pesquisa pelos termos sugeridos, encontrámos as associações que referiu, bem como outras que talvez também sejam interessantes. Página 16, 3º parágrafo:
“In this study the investigators failed to find any eventual connection between acne prevalence and specific classes of pharmacological/medicinal products, which goes against several previous studies. Such studies mention worsening with isoniazid [37], corticosteroids, iodides, bromides, lithium [38,39], epidermal growth factor receptor inhibitors, cyclosporine, anticonvulsants, antipsychotics, antidepressants, tumor necrosis factor-alpha (TNF-alpha) inhibitors, anabolic steroids, danazol, antituberculosis drugs, quinidine, azathioprine, cyclophosphamide and testosterone [40,41].”
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