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Concurrent Chemoradiation Therapy Versus Acceleration of Radiation Therapy With or Without Concurrent Chemotherapy in Locally Advanced Head and Neck Carcinoma (GORTEC 99-02): 7-Year Survival Data From a Phase 3 Randomized Trial and Prognostic Factors
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Purpose/Objective(s): Previous results from our phase III randomised trial (Bourhis, et al. Lancet Oncol. 2012) showed that acceleration of radiation therapy (RT) is probably not beneficial in concurrent chemoradiation therapy (CRT) schedules in patients with locally advanced head and neck squamous cell carcinoma (HNSCC) at 3 years. Here we report the 7-year survival data, and investigate the relation between prognostic factors and survival. 
Materials/Methods: Patients with locally advanced, stage III and IV (non-metastatic) HNSCC were enrolled in our open-label phase III randomized trial. Patients were randomly assigned in a 1:1:1 ratio to receive conventional CRT (70 Gy in 7 weeks plus three cycles of 4 days' concurrent carboplatin-fluorouracil, 279 patients), accelerated CRT (70 Gy in 6 weeks plus two cycles of 5 days' concurrent carboplatin-fluorouracil, 280 patients), or very accelerated radiation therapy alone (VART: 64.8 Gy, 1.8 Gy twice daily, in 3.5 weeks, 281 patients). The progression-free survival (PFS) was the primary endpoint and assessed in all enrolled patients.  
Results: Median follow-up was 7.7 years (IQR 4.9-6.2); chemotherapy and radiation therapy compliance were good in all groups. Accelerated CRT offered no PFS benefit compared with conventional CRT (HR 1.02, 95% CI 0.85-1.2; p=0.82) but marginally significant benefit compared with VART (0.83, 0.69-0.998; p=0.048); conventional CRT improved PFS compared with VART (0.81, 0.67-0.98; p=0.03). 7-year PFS was 22.7% after conventional CRT, 24.8% after accelerated CRT, and 20.3% after VART. With adjustment for the type of treatment (VART vs CRT), prognostic factors analysis showed that oropharynx, T1-3, N0-1, Karnofsky ≥90, female, Hb>13 were associated with better PFS. Male, Karnofsky 70-80, Non oropharynx, T4, N0-1 benefited from CRT as compared to VART, while no difference between the treatment modalities was observed for female, Karnofsky ≥90, oropharynx, T1-3, N2-3; however no significant interaction was observed between treatment type and these factors. Long-term late toxicities will be presented during the meeting. 
Conclusion: Long term follow-up confirmed the benefit of concurrent chemoradiation therapy compared with very accelerated RT and acceleration of radiation therapy cannot compensate for the absence of chemotherapy. We could not find beneficial effect of acceleration of radiation therapy when concurrent chemotherapy was administrated. 

