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In this study published in Urologic Oncology, Waingankar and 
the group form Mount Sinai (1) perform an analysis on the 
impact of pathological complete response to neoadjuvant 
chemotherapy (NAC) in muscle-invasive bladder cancer 
(MIBC) on conditional surviving, meaning the updated 
probability of surviving after having survived each additional 
year after the treatment.

This study directly follows the first findings of Sun  
et al. (2) and Ploussard et al. (3) and the key message remains 
the same: mortality risk changes over time and mortality 
decreases with increasing survivorship.

The originality of this study comes from its aim, namely 
determining the impact of pathological response to NAC. In 
order to achieve this, the authors used the National Cancer 
Database to obtain their analytic cohort of 1,553 patients;  
this strategy permitted to include in the analysis a great 
amount of demographic and socioeconomic factors but 
lacked of follow-up information, eventually allowing to 
perform analyses based only on overall survival, whereas the 
previous aforementioned studies included cancer-specific 
survival. The latter seems clearly more indicated in this 
setting, even if comorbidities were comparable between 
responders and non-responders. 

This study reports a rate of pathological downstaging of 
approximately 20%, defined as <pT1 disease with negative 
nodes. The stringent criteria used for evaluating the main 
outcome is somehow contrasting with the more wide 
inclusion of patients undergoing any multi-agent NAC, 
apparently independently from the use of cisplatin. 

Apart from these considerations, a strong statistical 

analysis showed what expected: conditional survival 
probabilities improve with time both for responders 
and non-responders. More interestingly the effect of 
pathological complete response is sustained over time, in 
particular in the first three years. 

The take home message from this study probably will 
not affect clinical practice, since it is a common perception 
that patients who respond to NAC tend to “do well” 
also over time. Now we can prove this “perception” with 
numbers. What remains to be defined, and should guide 
future research, is why some patients tend to benefit from 
NAC and others do not. Changing the criteria for defining 
response seems to affect only relatively its implication 
on survival (4) and, in our opinion, we should not forget 
that radical cystectomy maintains its role in eradicating 
the primary disease provided that negative margins are 
achieved, while NAC controls potential micro-metastatic 
disease; thus failure to achieve pT0 disease should not be 
regarded as a complete defeat. 

In the last years, much effort was put into trying to 
define a strategy to predict the response to cisplatin-based 
NAC and definitive answers are yet to be found. The same 
group from Mount Sinai indeed proposed an interesting 
review of the progress in understanding bladder cancer 
biology (5) highlighting the heterogeneity of the disease, 
since the first hypotheses of different pathways involved 
in the development of NMIBC and MIBC, to genetic 
mutations, up to modern clustering of tumors subtypes 
based on RNA expression. The latest comprehensive 
molecular characterizations of bladder cancer (6,7) might 
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not be the easiest readings and ready-applicable for every-
day clinical practice, but gives us the idea that bladder 
cancer is one of the cancers carrying the highest mutational 
load but some of the mutations are potentially amenable to 
therapeutic targeting. In particular five different subtypes 
of bladder cancer were defined and some of them seemed 
to be associated with lower response to cisplatin based 
chemotherapy. 

In light of these considerations, pathological response 
could be interpreted as a surrogate sign of a particular 
subtype of tumors for which current regimens of 
chemotherapy are the most suitable treatment in addition 
to cystectomy; its positive impact on conditional survival 
might provide an additional proof of it.

Are we then ready to change our follow-up strategies 
for patients achieving pathological complete response at 
the time of radical cystectomy after NAC? Not yet; at least 
until we could offer a “tailored” and targeted alternative 
to cisplatin in the neoadjuvant setting or in the adjuvant 
second-line regimens.

As already pointed out by Gandaglia and Sun (8) the 
concept of conditional survival should however raise the 
consciousness on the importance of timing and of multi-
modality treatment in such a complex disease. NAC use 
is increased in the least years (9,10) but there is still room 
for improvement. Results from the study of Waingankar 
et al. should then be regarded as an additional proof of its 
benefits in some patients but also as an additional call for 
effort in defining who these patients are.
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