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Experts' summary:

Using the National Cancer Data Base (NCDB), Berg et al investigated the role of adjuvant chemotherapy (aCT) among 15 397 bladder cancer (BC) patients treated with radical cystectomy (RC) and bilateral pelvic lymph node dissection for locally advanced disease, defined as pT3-4 and/or pN+. Patients were stratified according to the presence or absence of histological variants in the RC specimen: pure urothelial carcinoma, micropapillary, sarcomatoid, squamous cell, adenocarcinoma, and neuroendocrine tumors. The main objective was to evaluate the impact of aCT administration on overall survival according to the presence of histological variants. In multivariable Cox regression analyses, only patients with pure urothelial carcinoma had an overall survival benefit associated with aCT administration (hazard ratio 0.87, 95% confidence interval 0.82-0.91), whereas no benefit was observed for those who harbored variant BC histology.

Experts' comments:

Histological variants on the final pathological specimen after RC are a common event, accounting for up to 30% [START_REF] Moschini | Characteristics and clinical significance of histological variants of bladder cancer[END_REF]. However, few specific data are available regarding the optimal treatment and follow-up regimens for these patients after surgery. For instance, trials testing the potential benefit associated with aCT administration included only patients affected by pure urothelial cancer [START_REF] Witjes | Updated 2016 EAU guidelines on muscleinvasive and metastatic bladder cancer[END_REF]. In this regard, the authors have to be complimented for their work, reporting the lack of benefit associated with aCT administration in terms of overall survival for patients who harbor variant BC histology. A similar NCDB project by the same group tested the impact of neoadjuvant CT among patients affected by variant histology and BC before RC, which revealed that only patients with neuroendocrine tumor may benefit from this approach [START_REF] Vetterlein | Neoadjuvant chemotherapy prior to radical cystectomy for muscle-invasive bladder cancer with variant histology[END_REF].

However, there are several aspects of this study that must be considered. First, although the NCDB is an important hypothesis-generating tool, some important data are missing because they are not collected and therefore are not evaluable. For example, the type of CT and the number of cycles administered were not included in the analyses, which represents an important limitation. Therefore, patients treated with suboptimal aCT regimens were potentially included in the outcomes analyses. Second, sparse data are reported with regard to the quality of the surgery performed, such as the extent of lymph node dissection, and therefore could have impacted the outcomes. Third, central pathological review is essential for the diagnoses of histological variants. The literature has extensively reported differences in the prevalence of histological variants on the basis of pathologist experience and dedication to uro-oncology. New data are urgently required to validate these important findings.
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