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The use of cisplatin-based neoadjuvant chemotherapy 
(NAC) for all patients with muscle-invasive bladder 
cancer (MIBC) is recommended by current guidelines 
(1,2). However, the study of Bhindi et al. suggest, that 
patients not responding to NAC show an inferior survival 
than a comparable control group (3). Furthermore, only 
20–38% of the patients exposed towards NAC show a 
histopathological response (4). Taking these aspects and the 
known chemotherapy-related toxicity into consideration 
leads both, providers and patients, to the question whether 
the potential benefits of NAC outweigh its disadvantages. 

Until today, there are only few clinical decision tools to 
identify patients profiting from NAC. Histopathological 
studies, e.g., Pokuri et al. and Fleischmann et al. identified 
a high proliferation rate in TUR-BT specimen and the 
presence of pure urothelial histology as predicting factors 
for NAC-responding (5,6).

On the other hand, in 2014 the MD Anderson group of 
Culp et al. proposed a more clinical orientated evaluation 
scheme dividing MIBC patients into a low risk group on 
the one hand and a high-risk group on the other hand to 
identify those patients who profit of a NAC before RC (7). 

Patients were considered high risk when showing 
at least one of the following aspects: variant histology, 
l y m p h o v a s c u l a r  i n v a s i o n ,  c T 3 b – 4 a  d i s e a s e  o r 
hydroureteronephrosis. The authors suggest NAC before 
cystectomy for patients showing a high-risk profile as they 
observed a 30–40% risk of occult lymph node-positive 

disease in this collective. Patients classified as low risk on 
the other hand should receive an immediate cystectomy 
without a previous NAC. As this collective only shows 
a 10% risk of lymph node positive disease and a 5-year 
cancer-specific survival of 82.7% the potential avoidance 
of chemotherapy associated toxicity has been seen by the 
authors. 

The recently published study of Lyon et al. tries to 
validate these published risk criteria and investigate the 
outcomes of patients classified as LR and treated with 
Cx without NAC (8). This group is of particular interest 
as pathological upstaging is frequent (9,10) and peri- or 
postoperative complications may lead to a performance 
status excluding the patient from a platinum-based 
chemotherapy.

The authors could validate the proposed clinical 
risk groups of the MD Anderson group as HR patients 
experienced a significant lower 5-year CSS than LR patients 
(50% vs. 68%). 

The reported 5-year CSS in LR patients treated with 
immediate RC without NAC was 68%, which is lower 
than the reported 5-year CSS of the MD Anderson group 
(83.5%) and data from other institutions (e.g., Moschini 
et al.: 77.4%) (7,11). In their patient cohort of LR patients 
treated with immediate RC without NAC, 52 % had a non-
organ confined disease. This rate is similar to data from the 
group of von Runstadt et al. [46.9% (12)] and Culp et al. 
[49% (7)] whereas Moschini et al. report a rate of 70.6% (11) 
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upstaging after RC.
Only 14% of the patients, initially classified as LR and 

upstaged postoperative, received a platinum-based adjuvant 
therapy (AC), whereas 14% were not able to receive it due 
to peri- or postoperative events. The number of patients 
not receiving platinum-based chemotherapy might even be 
higher as Lyon et al. suspect a miss-classification of patients 
in the category “not receiving Chemotherapy by provider/
patients choice” caused by the retrospective nature of their 
study (8).

The authors present solid data from their cystectomy-
cohort. The reported rates of non-organ confined disease 
is similar to other published cohorts. Especially remarkable 
are the 14% of patients not able to receive platinum-based 
AC due to peri- or postoperative complications. Even if 
this seems low, the authors correctly suspect an underrating 
caused by the retrospective nature of the study. Following 
these results, they suggest that all patients with MIBC 
should receive platinum-based chemotherapy instead of 
offering it to HR patients only as proposed by the MD 
Anderson group. 

Even if recommended by the current guidelines, the use 
of platinum-based chemotherapy in patients with MIBC 
remains underutilized. Many of the patients and providers 
seem to prefer an immediate RC followed by a potential AC 
if histopathological classification requires this. The current 
study by Lyon et al. shows that following of this strategy 
at least 14% of initially LR classified patients get excluded 
from receiving platinum-based therapy, a number which is 
probably biased by the retrospective nature of the current 
study. 

Heeding the presented data of this study, the proposed 
conclusion, that every patient with MIBC should receive 
NAC is comprehensible. However, it remains a challenge 
to identify the 30–40% of patients profiting from NAC to 
avoid chemotherapy-associated toxicity and delay for those 
patients not profiting. Clinical classification systems as these 
mentioned above might be a potential evaluation tool, on the 
other hand recently published data evaluating the molecular 
subtypes are promising approaches for the future (13). 

As various studies evaluating the potential of checkpoint 
inhibition in the neoadjuvant setting for bladder cancer 
are emerging, it will furthermore be necessary to establish 
a decision guidance tool to separate patients with MIBC 
into these profiting from checkpoint inhibition most and 
those who take advantage of platinum-based therapy. 
Furthermore, the particles not responding to NAC (and 
eventually checkpoint inhibitors) need to be scrutinized. 
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