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Purpose/Objective(s): Advanced cervical cancer patients treated with chemoradiation and MRI guided adaptive brachytherapy (MR-IGABT) have high local control rates with acceptable treatment related morbidity. However, nodal failure (NF) is still a matter of concern. The aim of this study was to describe the pattern of NF in patients enrolled in the EMBRACE study and to explore potential prognostic factors. 
Materials/Methods: Within this sub-study NF was analyzed in 1077 patients treated with pelvic ± PAO chemoradiation and MR-IGABT at least 12 months prior. Five hundred sixteen patients (48%) had nodal disease at time of diagnosis detected on CT, MRI, US, PET-CT or by histopathology. We performed frequency analyses of anamnestic, gynaecological and histological items, MRI findings and treatment related factors for all patients as well as for patient groups with/without NF. Crude numbers and actuarial analyses are provided. Univariate analyses were used to explore potential prognostic factors for nodal pelvic and PAO failure 
Results: Nodal failure occurred in 80 of the 1077 patients (7%) with a median FU of 24 months (range 2-72);  NF was detected within the first year after treatment in 84%. Persistent nodal disease was observed in 6%, whereas 90% were true nodal recurrences (4% not defined). Nodal disease at diagnosis was predominantly located in the pelvic nodes whereas nodal recurrences predominantly occurred in the PAO (table). The 3-year nodal failure free (NFF) actuarial rates were 89% for all patients. Kaplan-Meier analyses for overall NF showed 94% for patients without and 84% for patients with nodal disease at diagnosis (p < 0.001). Besides nodal disease, FIGO stage ((I+II vs III+IV) or (I,II N0 vs any N+ and any III+IV), tumor width (below vs above median), uterine corpus involvement (no vs yes), lymphovascular space invasion (no vs yes), haemoglobin level (< vs ≥ 6 mmol/L), white blood cell count (< vs  ≥10 x109/L), smoking (no vs yes), overall treatment time (< vs ≥ 49 days) and Hb level during treatment (Hb nadir dropping < vs ≥ 6 mmol/L) were significant prognostic factors. For all these variables 3-year NFF rates were significantly different ranging between 95-91% vs 86-77% with a respective difference of 6-13%.   

Conclusion: The actuarial rate of NF in patients treated with pelvic ± PAO chemoradiation and MR-IGABT within EMBRACE is overall 11% at 3 years. Whereas at diagnosis int/ext iliac involvement is predominant, the PAO region becomes predominant at the time of failure.  Nodal disease at diagnosis is the strongest prognostic factor for the development of nodal failure. Location of nodes at diagnosis and nodal failure; multiple sites per patient possible 


