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A Commentary on 


Sodium levels and immunotherapy efficacy in mRCC patients with bone metastases: sub analysis of Meet-Uro 15 study
 By Catalano M, Rebuzzi SE, Maruzzo M, De Giorgi U, Buti S, Galli L, Fornarini G, Zucali PA, Claps M, Chiellino S, Zampiva I, Pipitone S, Ricotta R, Sorarù M, Mollica V, Tudini M, Fratino L, Prati V, Caffo O, Atzori F, Morelli F, Prati G, Nolè F, Vignani F, Cavo A, Di Napoli M, Malgeri A, Naglieri E, Signori A, Banna GL, Rescigno P, Cerbone L, Antonuzzo L and Roviello G (2024) Front. Immunol. 15:1361010. doi: 10.3389/fimmu.2024.1361010


We are grateful to the correspondent for their thoughtful comments on our recently published study, “Sodium levels and immunotherapy efficacy in mRCC patients with bone metastases: sub analysis of the Meet-Uro 15 study.” We appreciate the opportunity to further discuss several key aspects of our work and the insightful suggestions for improving the robustness of our findings. Below, we address the concerns raised and offer clarification on the points mentioned.

We agree that metastatic renal cell carcinoma (mRCC) with bone metastases represents a unique subset of patients with particularly poor prognosis, and we acknowledge the importance of identifying prognostic factors to optimize treatment strategies. For this the focus of our study was on the prognostic role of natremia specifically in this patient population. In fact, in the MeetURO 15 study, we evaluated the prognostic role of natremia, including normonatremic patients with a cut-off of 140 mEq/L, in all patients with mRCC treated with nivolumab (1). The findings confirmed the negative prognostic role of sodium levels below 140 mEq/L. In this subanalysis, we aimed to determine whether sodium levels below 140 mEq/L retained their negative prognostic value specifically in RCC patients with bone metastases, obtaining confirmation (2).

Regarding the proposal to integrate inflammatory markers and to develop a multivariable prognostic scoring system similar to the Lung Immune Prognostic Index (LIPI) used in non-small cell lung cancer (NSCLC), we acknowledge the growing importance of incorporating systemic inflammatory markers such as the neutrophil-to-lymphocyte ratio (NLR) and lactate dehydrogenase (LDH) into prognostic models (3). Incorporating these variables may help to improve risk stratification and guide personalized therapeutic decisions for RCC patients, particularly those undergoing immunotherapy.

We also concur with the assertion that renal function, particularly serum creatinine levels, could play a role in influencing sodium levels and prognosis. The decision not to include creatinine in our initial analysis was based on the desire to isolate sodium as an independent variable, but we recognize that this exclusion may have introduced confounding factors. We agree that future analyses should adjust for renal function to better understand the relationship between hyponatremia and survival outcomes, especially considering the high prevalence of impaired renal function in RCC patients due to nephrectomy or nephrotoxic medications. This adjustment could lead to more precise conclusions about the prognostic significance of natremia in the context of renal impairment.

Finally, regarding the IMDC score, while it remains a widely utilized prognostic tool in mRCC, we agree with the suggestion that its applicability in the context of immunotherapy warrants further investigation. As immune checkpoint inhibitors become an integral part of mRCC treatment, the limitations of the IMDC score in capturing the dynamic nature of the tumor immune microenvironment are increasingly apparent. Developing new scoring systems that account for variables such as sodium and creatinine levels, as well as markers of immune activity and tumor-infiltrating lymphocytes, could significantly enhance the precision of prognostication in the immunotherapy era.

We appreciate the recognition of the novel contributions made by our study, particularly the targeted focus on RCC patients with bone metastases. Moving forward, we plan to pursue additional research that incorporates the suggestions provided, including broader cohort analyses and the integration of renal function parameters, to refine our understanding of the role of sodium in RCC prognosis.
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