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COMMENT

The therapeutic landscape of bladder cancer has evolved at an unprecedented pace over the past decade. 
From refinements in the management of non–muscle-invasive disease to transformative advances in muscle-invasive 
bladder cancer (MIBC), the field has shifted from a historically radical surgical paradigm to a biologically driven, 
multimodal approach (1). Radical cystectomy, once the unquestioned standard, is now integrated into perioperative 
systemic strategies that include neoadjuvant chemotherapy, perioperative chemo-immunotherapy, perioperative im-
munotherapy with antibody-drug conjugates, and, in selected cases, trimodal therapy, as endorsed by contemporary 
NCCN guidelines (2).

The NIAGARA trial marked a pivotal milestone in cisplatin-eligible patients with MIBC. The incorporation 
of perioperative durvalumab with gemcitabine–cisplatin demonstrated pathological complete response (pT0N0M0) 
rates of 37.3% and a 2-year overall survival of 82.2%, outcomes not previously achieved with chemotherapy alone in 
randomized settings. These results led to rapid guideline incorporation of perioperative chemoimmunotherapy and 
redefined expectations for curative-intent treatment (2, 3).

More recently, at the American Society of Clinical Oncology Genitourinary Cancers conference, the results 
of EV-304/KEYNOTE-B15 were presented, challenging a two-decade paradigm in muscle-invasive bladder cancer. 
For years, cisplatin-based neoadjuvant chemotherapy represented the cornerstone of systemic management in eli-
gible patients. In this phase 3 trial, the combination of enfortumab vedotin plus pembrolizumab was evaluated in 
cisplatin-eligible patients and demonstrated a pathological complete response rate of 55.8%, compared with 32.5% 
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with standard chemotherapy. Two-year overall survival 
was 86.9% versus 81.3%, respectively (hazard ratio, 0.65; 
p=0.0029), establishing a new benchmark for periopera-
tive systemic therapy.

In parallel, KEYNOTE-905 (EV-303), recently 
published in the New England Journal of Medicine, ex-
tended this therapeutic advance to a historically under-
served population: patients ineligible for cisplatin. In a 
high-risk cohort in which approximately 80% presented 
with stage III disease, perioperative pembrolizumab plus 
enfortumab vedotin achieved a pathological complete 
response rate of 57.1% and an estimated 2-year overall 
survival of 79.7%, with a hazard ratio for event-free sur-
vival of 0.50. These findings challenge the long-standing 
paradigm in which cisplatin-ineligible patients were di-
rected to upfront cystectomy without systemic intensi-
fication.

Together, these studies redefine the periopera-
tive landscape of muscle-invasive bladder cancer and 
signal a shift from chemotherapy-centered strategies to 
biologically intensified combinations capable of deliver-
ing unprecedented pathological and survival outcomes.

However, these advances warrant critical con-
textualization, particularly in Latin America. The region 
reports an incidence of approximately 4–5 cases per 
100,000 inhabitants per year and a mortality rate of ap-
proximately 2.1 per 100,000, according to GLOBOCAN 
estimates (4). Despite this epidemiologic burden, Latin 
American populations remain underrepresented in 
landmark perioperative trials. In NIAGARA, only 9.6% 
of patients were enrolled from South America. In KEY-
NOTE-905, racial representation was similarly limited, 
with only 1.2% Black participants and 2.4% reporting 
multiple racial backgrounds (3,5).

This underrepresentation becomes more pro-
nounced in subgroup analyses. In KEYNOTE-905, the 
magnitude of benefit appeared more pronounced 
among White participants, whereas confidence inter-
vals for event-free survival (HR 0.29; 95% CI 0.24–1.02) 
and overall survival (HR 0.76; 95% CI 0.31–1.82) crossed 
unity in other racial groups. A similar phenomenon was 
observed in NIAGARA within South American subsets 
(EFS HR 0.55; 95% CI 0.29–1.03). While these analyses 
are exploratory and underpowered, they underscore the 

need for broader representativeness before universal 
extrapolation (5).

	A second critical consideration is financial 
toxicity. Bladder cancer is among the malignancies as-
sociated with the highest lifetime treatment costs (6). 
The integration of perioperative immunotherapy and 
antibody–drug conjugates further expand cumulative 
systemic exposure and intensifies resource utilization 
across the continuum of care. In NIAGARA, patients re-
ceived four cycles of neoadjuvant therapy followed by 
eight cycles of adjuvant durvalumab. In KEYNOTE-905, 
three cycles of neoadjuvant pembrolizumab plus en-
fortumab vedotin were followed by up to one year of 
combination therapy. These strategies extend treatment 
duration well beyond conventional cisplatin-based neo-
adjuvant paradigms, with direct implications for drug 
acquisition costs, infusion capacity, monitoring require-
ments, and management of immune-related toxic ef-
fects.

	The economic impact is particularly relevant in 
resource-constrained health systems. In Brazil, between 
2019 and 2023, only one judicial claim within the public 
health system involved enfortumab vedotin for meta-
static urothelial carcinoma; between 2024 and 2025, ap-
proximately 36 such claims were filed, representing a 
36-fold increase. This surge reflects litigation-driven ac-
cess to high-cost therapies and signals mounting fiscal 
pressure on both public and private payers. Such pat-
terns illustrate how rapid therapeutic innovation, when 
not accompanied by structured incorporation policies, 
may shift decision-making from evidence-based alloca-
tion to judicial mandates.

	Despite therapeutic advances, substantial 
disparities in access to contemporary oncologic care 
persist in Brazil, a country marked by pronounced geo-
graphic and socioeconomic heterogeneity. Limited 
availability of high-complexity treatments within the 
public system contributes to delays in diagnosis and de-
finitive management, reinforcing inequities in oncologic 
outcomes. In this context, adoption of intensified peri-
operative regimens should be accompanied by rigorous 
pharmacoeconomic analyses, formal budget-impact 
modeling, and region-specific implementation strate-
gies. Ensuring sustainability while preserving equitable 
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access will be central to translating these advances into 
meaningful population-level benefit (7, 8).

	A lastly notable finding is that the EV-304/
KEYNOTE-B15 population included a higher proportion 
of cT3–T4 tumors than in earlier perioperative chemo-
therapy trials. Patients with more advanced local dis-
ease and a higher risk of occult micrometastases may 
derive greater absolute benefit from systemic intensifi-
cation. This difference in case mix provides important 
context for interpreting the magnitude of benefit without 
detracting from the trial’s internal validity.

The next frontier must be biomarker-driven 
selection. Identifying molecular predictors of response 
could maximize oncologic benefit while limiting un-
necessary exposure to immune-related and antibody–
drug conjugate–associated toxicity, particularly given 
that adverse events were reported in 100% of patients 
treated with enfortumab vedotin plus pembrolizumab. 
Precision strategies may also support bladder-sparing 
approaches in carefully selected patients. However, lon-
ger follow-up remains essential: beyond early pathologi-
cal and survival signals, durability of benefit, late toxicity, 
quality of life, and functional outcomes must define the 
true value of intensified perioperative therapy. Ultimate-
ly, success will be measured not only by hazard ratios, 
but by durable, patient-centered benefit.

The trajectory of bladder cancer management is 
undeniably optimistic. The magnitude of clinical gain is 
unquestionable. The field is advancing at unprecedent-
ed speed and with unprecedented biological sophisti-
cation. Yet progress must be accompanied by equity. 

Innovation must not only change guidelines; it 
must change outcomes across populations..
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