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Background: Although patients with a pathological complete response (pCR) after
neoadjuvant chemotherapy have an excellent prognosis, some of them will eventually
relapse. A better identification of patients with an increased risk of relapse despite a
PCR can help selecting these patients for additional post-neoadjuvant treatment strat-
egies. This retrospective analysis aimed to identify factors predicting relapse despite a
pCR.

Methods: A total of 2188 patients with a pCR from five neoadjuvant trials (GeparTrio,
GeparQuattro, GeparQuinto, GeparSixto and GeparSepto) were included. The pCR
was defined as ypT0/ypTis ypNO. Primary endpoint was disease-free survival (DFS);
secondary endpoints were distant DFS (DDEFS) and overall survival (OS). The potential
risk factors biological subtype, histological tumour type, grading, clinical ¢T and <N
status, Ki-67, age, BMI, planned number of cycles of chemotherapy, menopausal status,
clinical response after 2-4 cycles as well as study identification were included as covari-
ates in multivariate Cox regression models. The two-sided significance level was set to
o=0.05.

Results: From 2188 evaluable patients 290 DFS, 197 DDFS and 130 OS events were
observed. The median follow-up over all studies was 59 months. Location of first
relapse was locoregional in 129, distant in 134 and both in 23 patients. 1217 patients
were included in multivariate analyses. DFS was significantly different with regard to
the cN status (cN- vs cNO hazard ratio (HR)=1.70; [95%CI 1.2-2.4]; p = 0.002); a
trend for worse DFS was seen for lobular tumour type (lobular vs other HR =1.91
[95%CI 0.9-4.0]; p = 0.076) and cT status (cT3/4 vs cT1 HR=1.61 [95%CI 1.0-2.7];

p =0.064). Similar results were observed for DDFS. OS was significantly worse for ¢T3/
4 tumours (cT3/4 vs ¢T1, HR = 2.48 [95%CI [1.1-5.7]; p = 0.030) and lobular tumour
type (lobular vs other, HR = 2.85 [95%CI 1.1-7.2]; p = 0.026); a trend for worse OS
was seen for cN + (cN+ vs cNO, HR = 1.67 95%CI [1.0-2.9]; p = 0.067).

Conclusions: Initial tumour load (tumour size and nodal status) and histological
tumour type remained prognostic factors of long-term outcome even when a pCR was
achieved.
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