Alterações efetuadas no manuscrito original de acordo com os comentários dos revisores A, B e C
Dear Reviewers and Editor,
For the sake of simplicity we answered to all comments of each reviewer point by point as requested by the Editor. We believe that our answers fit with all the comments and suggestions of the reviewers and comply with the requirements of Acta Médica editorial rules.

Reviewer A, Comment 1
Abstract: „Primary malignant epithelial tumors (n=43/14.8%) included...32 in parotid, 2 in submandibular and 9 in minor salivary glands.“.
They found 32+2=34 primary malignant epithelial tumors in major salivary glands and 9 primary malignant epithelial tumors in minor salivary glands. So, the next sentence does not have sense. 
„Primary malignant epithelial tumors were more frequent in minor (29.0%) than in major (12.8%) salivary glands.“
In my opinion they found that primary malignant epithelial tumors were more frequent in major than in minor  salivary glands.
Answer: We thank the reviewer comment and clarified in the MS the statement according to our results:
"Primary epithelial SGT were more frequently malignant in minor salivary glands (33.3%) than in major salivary glands (13.9%)."

Reviewer B, comment 1
- alguns espaçamentos duplicados / a mais, facilmente corrigidos por um qualquer corrector automático, durante a elaboração das provas finais.
Resposta: Efetuamos revisão com corretor ortográfico e gramatical, para realizar as correções indicadas pelo revisor.

Reviewer B, comment 2
-  na última frase do resumo, em Pt, existe uma discordância entre o singular e plurar: "e período dos estudo".
Resposta: Corrigido de acordo com o comentário  do revisor:
"enviesamentos de referenciação clínica e período dos estudos"

Reviewer C, comment 1
Title: The title should reflect the aim of the study. It is not clear in the title. Suggestion: “Histological subtypes and clinical behavior evaluation of Salivary Gland Tumors” 
Answer: Corrected according to the reviewer suggestion:
“Histological subtypes and clinical behavior evaluation of salivary gland tumors”
“Subtipos histológicos e avaliação do comportamento clínico de tumores das glândulas salivares”

Reviewer C, comment 2
What do you mean by “consecutive cases”? 
Answer: By consecutive cases we mean that we considered all the sequencial cases submitted to surgery in Centro Hospitalar São João during the study period. In the revised MS this statment was deleted, according to comment 1 of the reviewer C.

Reviewer C, comment 3
Abstract
Material and Methods 
How did you selected the cases? This section in the abstract is to poor. It should be listed all the material and methods used in the paper. 
Answer: We rewrote this section of the (english and portuguese) abstracts according to the reviewer remark. 
“We performed a retrospective study of all SGT diagnosed and treated at the Centro Hospitalar São João, Porto, between 2005 and 2015. Histological re-evaluation was performed in all cases and patient files were reviewed and clinical data and follow-up was collected. Disease-free survival and overall survival were evaluated using Kaplan-Meier survival curves and compared using the Mantel-Cox log-rank test. The significance threshold was set at .05."
"Realizou-se um estudo retrospetivo de todos os TGS diagnosticados e tratados no Centro Hospitalar São João, Porto, entre 2005 e 2011. Realizou-se reavaliação histológica de todos os casos. Os processos clínicos foram consultados e foram colhidos dados clínicos e de follow-up. A sobrevida livre de doença e a sobrevida global foram avaliadas usando as curvas de sobrevida de Kaplan-Meier e comparadas com o teste de log-rank Mantel-Cox. O limiar de significância foi estabelecido em 0,05."

Reviewer C, comment 4
Results 
Whenever you have absolute values, put in brackets the corresponding % (ex: 150 (50.8%)). 
Whenever you have mean values put the standard deviation in brackets (ex: Mean (±SD)) 
Line 1-Instead of “identified” use “selected”. 
Answer: Corrected according to reviewer instruction to report absolute values and the corresponding %:
“Results
We selected 295 cases, 150 males with a mean age at diagnosis of 50.4 (±16.4) years.
Primary benign epithelial tumors [n=228 (77.3%)] were mostly pleomorphic adenomas [n=148 (64.9%)] and Warthin tumors [n=61 (26.8%)].
Primary malignant epithelial tumors [n=43 (14.8%)] included mucoepidermoid [n=16 (37.2%)], adenoid cystic [n=6 (14.0%)] and acinic cell [n=5 (11.6%)] carcinomas; 32 (74.4%) in parotid, 2 (4.6%) in submandibular and 9 (21%) in minor salivary glands. Primary epithelial tumors were more frequently malignant in minor (33.3%) than in major (13.9%) salivary glands. Local recurrence occurred in 30.2% and distant metastases in 25.6% tumors. The mean disease-free interval was 26 (±37.5) months; most metastases were in lung and central nervous system. The 5 and 10 year disease-free survival rates were 63.4% and 50.1%, respectively; the 5 and 10 year disease-specific survival rates were 76.9% and 57.9%, respectively.  
Primary salivary tumors included also lymphomas [n=8 (2.7%)] and soft tissue tumors [n=5 (1.7%)]. Secondary tumors included metastases of carcinomas [n=7 (2.4%)] and involvement by lymphoma [n=1 (0.3%)]."

Reviewer C, comment 5
Discussion 
Suggestion: 
Our results concerning age, gender, histological subtype, frequency and clinical behavior of salivary tumors gland are in agreement with European studies. Divergence with portuguese studies might be related with the inclusion criteria, clinical referral and time lag variations. 
Answer: Corrected according to reviewer's suggestion.
“Our results concerning age, gender, histological subtype, frequency and clinical behavior of salivary tumors are in agreement with European studies. Divergence with portuguese studies might be related with the inclusion criteria, clinical referral and time lag variations."

Reviewer C, comment 6
Keywords: 
Not key words 
Answer: We selected key words, according to the reviewer remark, taking into account MESH terms in the Medline.
"Key words: Salivary gland neoplasm; Retrospective study."

Reviewer C, comment 7
 Note: Please do the correspondent corrections for the Portuguese abstract and title.
Answer: Corrected according to the reviwer note.
"Subtipos histológicos e avaliação do comportamento clínico de tumores das glândulas salivares 
RESUMO 
Introdução
Os tumores das glândulas salivares (TGS) incluem um vasto espetro de subtipos histológicos e comportamento clínico que pretendemos avaliar.

Material e métodos
Realizou-se um estudo retrospetivo de todos os TGS diagnosticados e tratados no Centro Hospitalar São João, Porto, entre 2005 e 2011. Realizou-se reavaliação histológica de todos os casos. Os processos clínicos foram consultados e foram colhidos dados clínicos e de follow-up. A sobrevida livre de doença e a sobrevida global foram avaliadas usando as curvas de sobrevida de Kaplan-Meier e comparadas com o teste de log-rank Mantel-Cox. O limiar de significância foi estabelecido em 0,05.

Resultados
Selecionaram-se 295 casos, 150 no género masculino, com idade média de 50,4 anos.
Nos tumores epiteliais benignos [n=228 (77,3%)] predominaram os adenomas pleomórficos [n=148 (64,9%)] e os tumores de Warthin [n=61 (26,8%)].
Os tumores epiteliais malignos primários [n=43 (14,8%)] incluíram carcinomas mucoepidermoides [n=16 (37,2%)], adenoide-císticos [n=6 (14,0%)] e de células acinares [n=5 (11,6%)]; 32 (74,4%) localizaram-se na parótida, 2 (4,6%) na submandibular e 9 (21%) nas glândulas salivares minor. Os tumores epiteliais primários foram mais frequentemente malignos nas glândulas salivares minor (33,3%) do que nas major (13,9%). Observou-se recidiva local em 30,3% e metástases em 25,6%. O intervalo médio livre de doença foi 26 meses. As metástases mais frequentes ocorreram no pulmão e no sistema nervoso central. A taxa de sobrevida livre de doença aos 5 e 10 anos foi 63,4% e 50,1%, respetivamente; a sobrevida aos 5 e 10 anos foi 76,9% e 57,9%, respetivamente. 
Nos tumores primários identificaram-se também linfomas [n=8 (2,7%)] e tumores mesenquimatosos [n=5 (1,7%)]; nos tumores secundários identificaram-se metástases de carcinoma [n=7 (2,4%)] e envolvimento por linfoma [n=1 (0,3%)].

Discussão
Estes resultados assemelham-se aos da literatura europeia, designadamente quanto à idade, género, subtipo histológico e comportamento clínico. As divergências com séries portuguesas podem relacionar-se com critérios de inclusão, enviesamentos de referenciação clínica e período dos estudos. 

Conclusão
Os tumores das glândulas salivares, embora raros, ocorrem numa faixa etária ampla, incluindo subtipos histológicos com prognósticos diferentes.
Palavras-chave: Neoplasias das glândulas salivares; Estudo retrospetivo"
[bookmark: _GoBack]
Reviewer C, comment 8
Material and Methods
When you describe the statistical methods use in the paper, it is important to describe why are you using those methods. For instance when do you say that Kaplan-Meier survival curves were used, please refer why. Mantel-Cox long-rank tests are used when? To compare what? Why did you refer that there is a limited number of cases to multivariate analysis, what was your intention? 
Answer: We thank the reviewer comment on this important topic and we rewrote Material and Methods section to clarify the use of the statistical methods.
“Disease-specific survival time was calculated considering the date of surgical treatment and of the last clinical consultation or of patient death. Free-disease survival was calculated considering the date of surgical treatment and of the date of relapse, metastasis or of the last consultation. These data were evaluated using Kaplan-Meier survival curves due to variability in the follow-up time.  Mantel-Cox log rank was used to perform a univariate analysis of potential prognostic parameters, such age and gender, grading, staging or surgical margins. The significance threshold was set at .05. The low number of events prevented the assumption of proportional hazard. The limited number of primary malignant epithelial SGT and the multicollinearity between relevant co-variates did not allowed a multivariate analysis."

Reviewer C, comment 9
Did you want to conduct a survival analysis both for major salivary glands and for minor salivary glands?
Answer: We did not performed a separate survival analysis for major and minor salivary glands due to the limited number of cases and events in patients with minor salivary gland tumors: only 9 cases, 3 with disease progression and only one with death due to disease.

Reviewer C, comment 10
What statistical software did you used?
Answer: According to the reviewer query we added corresponding answer at the end of the Material and Methods section.
“All statistical analysis was performed using IBM SPSS statistics for Windows, version 24.0.“

Reviewer C, comment 11
Page 4, line -2: after “surgical treatment” and of the date of relapse…
Answer: Corrected according to reviewer's suggestion.
“considering the date of surgical treatment and of the date of relapse, metastasis or of the last consultation.”

Reviewer C, comment 12
Page 4 line -1: after “Kaplan-Meier” survival curves
Answer: Corrected according to reviewer's suggestion.
“These data were evaluated using Kaplan-Meier survival curves”

Reviewer C, comment 13
Page 5 line 3: Replace “Two sided p values < 0.05 were considered significant” by The significance threshold was set at .05.
Answer: Corrected according to reviewer suggestion.
“The significance threshold was set at .05.“

Reviewer C, comment 14
Results 
Sometimes you present the results in absolute values, other in percentage and in other situations both. Present the results using both. When you use mean values use also standard deviation (SD) as mean (±SD).
Answer: Corrected according to reviewer's suggestion. See also answer to comment 4.
· "mean age at diagnosis was 50.4 (±16.4) years (range 13-83)"
· "The mean tumor size was 2 (±0.8) cm (range 0.5-4.7)"
· "The mean tumor size was 2.3 (±1.1) cm (range 0.6-5.4)."
· "The mean disease-free interval was 26 (±37.5) months (range: 1-133)." 
· "The mean metastatic-free interval was 26.7 (±39.1) months"

Reviewer C, comment 15
Instead of female use women and instead of male use men. Usually female and male are considered adjectives.
Answer: Corrected according to reviewer suggestion.
· “similar prevalence in both gender (150 men: 145 women)”
· “it was predominant in women (women: men ratio = 1.84: 1)”
· “Most of the cases occurred in men (men: women ratio = 6.6: 1)”
· “male gender (men: women ratio = 1.15: 1)”

Reviewer C, comment 16
When you analyse the survival curves refer why the curves are above the median.
Answer: We clarified in the MS this specific query in the discussion section.
“Indeed, the presence of 53.4 % of low-risk and low stage malignant tumors are in line with the calculated disease-specific and overall survival curves above the median observed in the patients of our study.“

Reviewer C, comment 17
Discussion 
What are the study limitations?
Answer: We added a statment concerning this remark of the reviewer in the discussion section:
“Despite the work has been performed in a large tertiary hospital in the North of Portugal, based on a 11 year time period,  limitations of this study include referral bias of patients, restricted number of these uncommon malignant epithelial tumors, and lack of longer follow-up time, especially concerning SGT with reported less aggressive behavior.“

Reviewer C, comment 18
Page 7 line -13: after “which may probably” be related 
Answer: Corrected according to the reviewer suggestion.
· “which may probably be related to smoking habits”

Reviewer C, comment 19
Page 7 line -12: After “still” be 
Answer: Corrected according to the reviewer suggestion.
· “still be more common in men in the past”

Reviewer C, comment 20
Page 8 line 3: after “represent” an 
Answer: Corrected according to the reviewer suggestion.
· “represent an increasing complex area in pathology”

Reviewer C, comment 21
Page 8 line 5: et al is repeated
Answer: Corrected according to the reviewer suggestion.
· “Fonseca I. et al 9 reported a study (1991)”

Reviewer C, comment 22
Conclusion 
Have you any future work suggestion?
Answer: We added a statment concerning this remark of the reviewer in the discussion section:
"It would be important to add our data with data from other referral hospitals in the North of Portugal, in a larger study, to clarify the behavior of different SGT subtypes, namely those with reported characteristic molecular features, in order to improve management of patients harboring these tumors."

Reviewer C, comment 23
Figure 1 
Age is a continuous variable, the correct representation is an histogram. Since you compare both men and women, instead of absolute values use %. 
Legend: Comparison of age distributions between men (n=) and women (n=) considering pleomorphic adenoma tumors.
Answer: Corrected according to the reviewer suggestion.












"Figure 1: Comparison of age distribution between men (n=52) and women (n=96) considering pleomorphic adenomas."

Reviewer C, comment 24
Figure 2 
Age is a continuous variable, the correct representation is an histogram. Since you compare both men and women, instead of absolute values use %.
Legend: Comparison of age distributions between men (n=) and women (n=) considering Warthin tumors.
Answer: Corrected according to the reviewer suggestion.

Figure 2: Comparison of age distribution between men (n=53) and women (n=8) considering Warthin tumors.

Reviewer C, comment 25
Figure 3 
Age is a continuous variable, the correct representation is an histogram. Since you compare both men and women, instead of absolute values use %. 
Legend: Comparison of age distributions between men (n=) and women (n=) considering malignant epithelial salivary gland tumors.
Answer: Corrected according to the reviewer suggestion.

"Figure 3: Comparison of age distribution between men (n=23) and women (n=20) considering malignant epithelial salivary gland tumors."

Reviewer C, comment 26
Table 1 
Title: Histological subtypes of salivary gland tumors according to location. Values are presented by absolute values (n) and percentage (%).
Answer: Corrected according to reviewer suggestion.
"Histological subtypes of salivary gland tumors according to location. Values are presented by absolute values (n) and percentage (%)."

men	≤19	20-29	30-39	40-49	50-59	60-69	≥70	1.3513513513513521E-2	4.0540540540540543E-2	0.11486486486486452	6.0810810810811043E-2	5.4054054054054092E-2	3.3783783783783786E-2	3.3783783783783786E-2	women	≤19	20-29	30-39	40-49	50-59	60-69	≥70	3.3783783783783786E-2	6.0810810810811043E-2	0.1418918918918928	0.13513513513513567	0.12837837837837837	9.4594594594595252E-2	5.4054054054054092E-2	age (years)




men	≤19	20-29	30-39	40-49	50-59	60-69	≥70	0	0	3.2786885245901641E-2	0.1475409836065574	0.31147540983606703	0.29508196721311625	8.1967213114754051E-2	women	≤19	20-29	30-39	40-49	50-59	60-69	≥70	0	0	0	3.2786885245901641E-2	8.1967213114754051E-2	0	1.6393442622950821E-2	age (years)





men	≤19	20-29	30-39	40-49	50-59	60-69	≥70	0	2.3255813953488372E-2	9.3023255813953501E-2	4.6511627906977E-2	0.11627906976744186	0.16279069767441864	9.3023255813953501E-2	women	≤19	20-29	30-39	40-49	50-59	60-69	≥70	4.6511627906977E-2	2.3255813953488372E-2	0.11627906976744186	2.3255813953488372E-2	6.9767441860465421E-2	2.3255813953488372E-2	0.16279069767441864	age (years)




