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Aim: The aim of our meta-analysis was to evaluate the effect of the adjuvant targeted treatment in terms of overall survival
(OS) and disease free survival (DFS) in localized surgically removed RCC and to evaluate the correlation between adjuvant
tyrosine kinase inhibitors (TKls) and DFS in patients with low and high risk RCC.

Materials and Methods: We carried out a meta-analysis of available phase Il randomized clinical trials exploring adjuvant
TKis in RCC. We adopted the Preferred Reporting ltems for Systematic Review and Meta-Analysis (PRISMA) guidelines.
We identified 2970 potentially relevant studies subsequently restricted to 5 according to the characteristics and the data
available on each study. Of these, 4 were able to provide complete data for DFS and OS analyses and 3 were able to

provide complete data for low/high risk analysis. OS comparison among studies using a fixed effect model
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Discussion: The results of our analysis showed a positive trend in DFS without significant improvement in OS for patients
treated with adjuvant TKls. The positive trend in DFS has been confirmed in high risk population but not in low risk
population. High risk patients were characterized by with one or more of the following features: positive nodes (N+), T4
tumours and T3 tumours with higher Fuhrman grades (3-4). The benefit obtained especially in the high risk population
highlights the need to adopt a shared and reliable risk staging system in order to avoid confounding factors coming from the
adoption of different staging system in clinical trial and to allow the inclusion of patients more likely to benefit from an
adjuvant approach.

Conclusion: Adjuvant TKls do not translate in statistically significant OS and DFS benefit. However, a positive trend in DFS
has been observed in both overall and high risk population suggesting that a better selection of patients is a key issue for the
evaluation of new compounds in adjuvant setting.
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