New Aspects Regarding the Adjuvant Radiation Therapy to the

Internal Mammary and Medial Lymph Nodes in Breast Cancer: A

Meta-analysis of Randomized Trials
E. Boelke, C. Matuschek, K. Kammers, and W. Budach.

Purpose/Objective(s): Radiation therapy (RT) improves overall survival (OS) of breast cancer patients after breast sparing surgery and after mastectomy in patients with involved lymph nodes (LNs). The contribution of RT to the regional LN to this survival benefit is still under debate.
Meanwhile, the results of large randomized trials investigating this issue have become available
Materials/Methods: Seven thousand one hundred seventy women with breast cancer were included in this meta-analysis. Main eligibility kriteria were positive axillary LN (all patients), LN negative disease with high risk for recurrence, and medial/central tumor position. The MA.20 and the EORTC trial investigated the impact of additional regional RT to the internal mammary (IM) LN and medial supraclavicular (MS) LN, whereas in a French trial all patients received RT to the MS-LN and only RT to the IM-LN was randomized. Primary endpoint in this meta-analysis was OS. Secondary endpoints were disease-free survival (DFS) and distant metastasis free survival (DMFS).
Results: Regional RT of the MS-LN and the IM-LN (MA.20 and EORTC) resulted in a significant increase of OS (Hazard Ratio [HR] = 0.85 [95% confidence interval [CI] = 0.75 - 0.96]). Including the results of the French trial and performing the random effects model to recognize the different approach of the French investigation, the effect on OS of regional radiation therapy was still significant (HR = 0.88, 95% CI Z 0.80 - 0.97). The absolute improvements in OS were 1.6% in the MA.20 trial at 5 years, 1.6% in the EORTC trial at 10 years, and 3.3% in the French trial at 10 years (not significant in single trials). Regional radiation therapy of the MS-LN and the IM-LN (MA.20 and EORTC) was linked with a significant improvement of DFS (HR = 0.85, 95% CI = 0.77 - 0.94) and DMFS (HR = 0.82, 95% CI = 0.73 - 0.92). The effect sizes were not significantly different between trials for any end point
Conclusions: Additional regional radiation therapy to the internal mammary and medial supraclavicular lymph nodes statistically significantly improves DFS, DMFS, and overall survival in stage I-III breast cancer.

