Response to Reviewers

We would like to kindly thank the reviewers for their comments concerning our manuscript entitled “The Costly War Against Cancer: The Example of Metastatic Renal Cell Carcinoma”. The comments were very valuable in the revision and improvement of our paper and we have made corrections to address all of them. Please find below a detailed reply to all of the comments. 

Comments to authors
Reviewer #1: 
The article starts with a good introduction related with the mRCC problem, their consequences for patients and the high utilization of health resources, the treatments evolution, and is weight in the health expenses that justifies the need of economic evaluation.

Response: We thank the reviewer for his comments. 

To evaluate the “financial toxicity” related with the changing landscape of mRCC treatments, the authors underwent an economic evaluation of the systemic treatment for mRCC. Some considerations about this topic: 

a) Nothing to say with the example of a patient with intermediate risk mRCC, the sequence of three different lines of treatment, the cases (A, B, C), and the corrections related with inflation costs; 

Response: We thank the reviewer for his comments. We recognize that the risk categories of patients with ccRCC may impact treatment choices. We used the example of a pt with intermediate risk as this is the most common risk group category in all trials in clear cell histologies. Also both sunitinib (case A and B) and Ipi/Nivo (case C) showed positive results for intermediate risk group. We added language to clarify positive results with Ipi/Nivo for intermediate/poor risk groups in the Introduction section (page 2, par 1).


b) Economic evaluation is the generic name of a set of techniques used to identify measure and value the costs and outcomes of health interventions and is defined as the comparative analysis of alternative courses of action in terms of both their costs and consequences. 
Although the authors express some preoccupation related with overall survival (OS), patients Quality of Life (QOL) and Quality-Adjusted Life Year (QALYs), they are not included directly in the in the analysis. 
The “economic evaluation” presented is only cost analysis. And it is not a complete cost analysis, because it just considers part of the direct costs. The total costs are composed by direct costs, indirect costs (loss of productivity associated with the disease) and intangible costs (anxiety, pain or suffering). The direct costs include direct medical costs - fixed costs (capital costs or overall costs) and variable costs (medicines, clinical analyzes, etc.) – and non-medical direct costs. 

Response: We agree with reviewer regarding the different types of economic evaluation and take his suggestion and rephrase it as cost-analysis (page 2, par 4). We also clarified the purpose of this analysis in the context of the changing landscape in the treatment of mRCC and justify why only the cost of drugs were taken into consideration for this analysis and no other factors (variable direct costs and indirect costs) (page 3, par 1)


f) It is mentioned that “the indirect costs including those associated with supportive care and toxicities management, hospitalizations and clinical visits were not considered for the analysis”, but it is not possible to identify what costs were considered using INFARMED data.

Response: Indeed, only direct cost of drugs was considered for this cost-analysis. We added language to methods section to clarify this information as suggested (page 2, par 3).


The last part of the paragraph is not clear. The authors stress that “While clinical endpoints beyond those that document the control of the cancer, including impact on patients´ Quality of Life (QOL) and cost per incremental survival (such as QALYs) must be valued, treatment decisions, while abiding to standard evidence-based treatment guidelines, must be as much a decision of the Society as a recommendation made by the doctor”. It is to state the importance of the economic evaluation – balance costs and consequences? Is to express that the treatment decision (and financing) must integrate other points of view?

Response: We agree with reviewer and rephrased last paragraph to clarify take home points. (page 4, par 1). The affordability of cancer drugs is being challenged by the rising costs in Oncology. We briefly mention 3-4 actions that are being conducted worldwide to promote Portuguese Society to work together and ensure high-quality care to cancer patients in the near future.



Editorial Team:
- as referências na listagem final deverão indicar os seis primeiros autores de cada obra, antes de fazerem uso da expressão "et al"; 
- as obras consultadas online devem indicar na listagem final o dia, mês e
ano em que foram acedidas.

[bookmark: _GoBack]Response: Alterámos as referências bibliográficas de acordo com as sugestões. Alterámos a referência 4 para o paper publicado este mês no jornal NEJM (Ipi/Nivo vs Sunitinib)
 
