"Postoperative haematocrit and outcome in critically ill surgical patients"
Ao Editor da Acta Médica Portuguesa,

Muito Obrigado pelo Vosso trabalho de revisão e pelos comentários dos revisores.

Agradecemos o trabalho de revisão efetuado até agora e pensamos que as recomendações dos revisores foram tidas em conta e na verdade os revisores ajudaram-nos a melhorar o nosso manuscrito. 
Enviamos esta nossa resposta esperando e desejando que o revisor C e o Editor possam ser sensíveis à nossa argumentação na certeza de que serenamente aguardamos e compreenderemos a decisão que possam ter acerca do nosso trabalho. 

Acreditamos ter sido fieis aos objetivos do estudo e que o nosso trabalho, mesmo assim, tem alguns pontos fortes que tentamos não perder e usar da melhor forma possível. Mesmo com a melhor análise estatística concordamos que às vezes é difícil separar causas de efeitos, mas com todas as limitações, inerentes a um estudo retrospetivo, pensamos ter feito o nosso melhor para ser claros dos objetivos às conclusões. 

Aceitamos humildemente as reservas do Editor comunicadas aos autores e assentes na opinião do Revisor C, contudo gostaríamos de argumentar que embora achemos que é uma limitação do nosso trabalho a não existência de dados sobre o hematócrito pré-operatório não deveria ser considerado fundamental ao ponto de desvalorizar o nosso trabalho.
Poderiamos certamente tentar encontrar os valores préoperatórios para os nossos 4398 doentes mas temos claras duvidas sobre a validade e exequibilidade de tal pesquisa pois teriamos que definir rigorosamente o que deveria ser considerado HTC préoperatório e não seria fácil para muitos doentes encontrar um valor representativo pois muitos doentes são operados com análises que nem sempre pertencem ao mesmo internamento correspondente à cirurgia.

Claro que reconhecemos a importância do conhecimento do valor pré-operatório de HTC e reconhecemos essa limitação; contudo a questão que colocamos com o nosso estudo prende-se com o valor do Hematócrito pós-operatório e não com a queda ou diferença face a um hematócrito prévio (O objetivo deste estudo foi avaliar a relação entre um hematócrito baixo na admissão a uma unidade de cuidados intensivos cirúrgica...e o seu impacto nos resultados tendo em conta as complicações e a mortalidade) Por outro lado parece claro que os valores baixos de HTC devem ser corrigidos preoperatoriamente e isso parece claramente aceite na literatura (p.ex.: Karkouti K., et al. Reducing bleeding in cardiac surgery I. Risk associated with preoperative anemia in cardiac surgery: a multicenter cohort study. Circulation. 2008 Jan 29;117). Se isso é verdade, é muito provável que os nossos doentes tivessem na maioria HTC corrigidos preoperatoriamente e na verdade não acreditamos que o valor do HTC pré-operatório (com excessão dos doentes emergentes) fosse capaz de definir uma clara relação com outcome e ou complicações.
 O nosso entendimento foi de que o importante era o HTC inicial após admissão na UCI e que este é um fator major capaz de influenciar o outcome. Outros estudos tiveram uma abordagem semelhante e não referem valores preoperatórios (Mudumbai SC, et al. Association of admission hematocrit with 6-month and 1-year mortality in intensive care unit patients. Transfusion 2011;51:2148-59, nossa referencia 9) e mesmo na meta-análise de Chatterjee S, et al. Association of blood transfusion with increased mortality in myocardial infarction: a meta-analysis and diversity-adjusted study sequential analysis. JAMA Intern Med 2013;173:132-9. Nossa referencia 10) o valor prediticvo está claramente na avaliação do valor de hemoglobina no pós-opertaório.

Pedimos desculpa pelos erros com as abreviaturas que foram corrigidos de acordo.

To Revisor C:

Thank you for your work revising our manuscript

We are aware that your main doubts are remarkable and we humbly accept your comments. 
Although, we try answering with our best arguments.
 ...I believe it is crucial to evaluate the HTC before surgery (to evaluate the HTC drop during procedure),
if the patient has been transfused during surgery ( to evaluate if patients that were not transfused, have worse prognosis, worse APACHE and SAPS), and to clarify whether if you had in your LHT non-eletive surgeries, trauma patients, that of course have lower HTC and worse prognosis….
- We clearly accept the reservations communicated to the authors based on your opinion of, but we would argue that although we believe that it is a limitation of our work that there is no data on the preoperative hematocrit should not be considered fundamental to the point of lessening our work. Of course it is important to know the preoperative value of HTC and we recognize this limitation; However, the question we posed with our study concerns the value of the postoperative hematocrit and not the fall or difference from a previous hematocrit. Our understanding was that the important variable was the initial HTC upon admission to the ICU and that it may be considered a major factor capable of influencing the outcome. In fact, we do not believe that the value of the preoperative HTC (with the exception f the emergency patients) was able to define a clear relation with outcome and or complications.  On the other hand, it seems clear that the low values of HTC should be corrected preoperatively and this seems today clearly accepted (1. Karkouti K., et al., Reducing bleeding in cardiac surgery I. Risk associated with preoperative anemia in cardiac surgery: a multicenter cohort study Circulation, Jan. 2008, 29, 117). If this is true, it is very likely that our patients had mostly HTC corrected preoperatively and we do not believe that the value of preoperative HTC (other than the emergent patients) was able to define a clear relationship with outcome and / or complications.
Other studies took a similar approach and do not report preoperative values ​​(Mudumbai SC, et al., Association of admission hematocrit with 6-month and 1-year mortality in intensive care unit transfusion 2011, 51: 2148-59, our reference 9) and even in the meta-analysis of Chatterjee S, et al. Association of blood transfusion with increased mortality in myocardial infarction: a meta-analysis and diversity-adjusted study sequential analysis. JAMA Intern Med 2013; 173: 132-9. Our reference 10) the predictive value is clearly put on the evaluation of the postoperative hemoglobin value.
… it is very risky  to conclude that the LHT had a worse prognosis when you cannot clearly state whether the LHT was the cause or effect. Because you state that " Lower HTC was related to higher risk of
ARF, MCE or death during SICU and hospital stay. HTC showed a good correlation with severity scores APACHE II and SAPS II."  But you also mention "In our study LHT patients had more frequently preoperative serum creatinine >2.0 mg/d", which as you know increases, per se, the risk of ARF, and agravates the APACHE and SAPS II, and therefore justifies the increased lenght of stay in the Unit." Again.. is the LHT cause or effect? …
_Again, we restate that thee aim of our study was to evaluate the correlation between low HTC (LHTC) at surgical intensive care unit (SICU) admission and high disease scoring system score and early outcomes. We think we can state that the Low HTC as a good correlation with high severity of disease scores and that these patients had higher rates of major cardiac events, acute renal failure and mortality during SICU stay and hospital stay. From these data, we could conclude that patients with LHTC had longer SICU and hospital stay lengths, more postoperative complications, and higher SICU and hospital mortality rates. 
On linear regression, we could found that for each unit increase in HTC value, the APACHE II and SAPS scores falls showing a clear statistically relation. With a logistic regression, we assessed the covariate effects of HTC on mortality, LOS, and complications founding that MCE and mortality were related to a LHTC.

With our methodology, we think we have done our best to conclude that a HTC level <30% at SICU admission was a predictor for poorer outcome in critical surgical patients. 
Even with the best statistical analysis we agree that sometimes is difficult to separate causes from effects but with all limitations, inherent to a retrospective study, we have done our best to be straightforward from objectives to conclusions. We tried to be aware of our limitations but we cannot omit that our study even so have some strong data that we tried not to spare or miss.

