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Patients with pure squamous-cell carcinoma or adenocarcinoma are best managed with
upfront RC, while cisplatin-based neoadjuvant therapy before RC is recommended for
other histologic subtypes. Risk-stratified adjuvant therapy approaches should be used
after RC. There are no currently validated predictive biomarkers to guide clinical
decision-making in MIBC outside the context of a clinical trial. The IBCG recommends
the use of time-to-event endpoints for perioperative therapy trials, and bladder-intact
event-free survival for bladder preservation trials, with an emphasis on incorporating
patient-reported quality-of-life endpoints.
Conclusions and clinical implications: The IBCG consensus recommendations provide
practical guidance on optimal treatment sequencing strategies in the management of
MIBC.

© 2026 European Association of Urology. Published by Elsevier B.V. All rights are
reserved, including those for text and data mining, Al training, and similar technologies.
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ADVANCING PRACTICE

What does this study add?

This consensus statement from the International Bladder Cancer Group provides updated, evidence-informed guidance on
optimal treatment sequencing for muscle-invasive bladder cancer across neoadjuvant, adjuvant, bladder-preserving, and
node-positive settings. The consensus integrates recent phase 3 data that have reshaped perioperative systemic therapy
options, including immunotherapy-based and antibody-drug conjugate regimens. The recommendations emphasize mul-
tidisciplinary decision-making, appropriate patient selection, and consistent use of clinically meaningful time-to-event
endpoints. The framework also highlights gaps in biomarker validation and quality-of-life assessment that should be
addressed in future trials and clinical practice.

Clinical Relevance

Optimal management of muscle-invasive bladder cancer (MIBC) requires accurate staging, careful evaluation of comor-
bidities, and incorporation of patient priorities given the substantial effects of treatment on function, morbidity, and
long-term quality of life. This consensus guidance emphasizes multidisciplinary care from diagnosis through treatment,
outlining best practices in imaging and staging, contemporary selection and use of perioperative systemic therapy, and
appropriate patient selection for bladder-sparing approaches. Recommendations are also provided for complex scenarios,
including variant histology, locally advanced, and clinically node-positive disease. The statement further addresses the
emerging role of biomarkers, including ctDNA, distinguishing clinical applications supported by evidence from investiga-
tional uses. Finally, it identifies key knowledge gaps—particularly the need for robust patient-reported outcomes—and
proposes priorities for future clinical trial design in MIBC. Associate Editor: Sarah Psutka, MD.

Patient Summary

Experts from the International Bladder Cancer Group reviewed the best evidence available and expert opinions on how to
treat muscle-invasive bladder cancer. We found that combining surgery or radiation with modern systemic treatments,
chosen carefully for each patient, can improve outcomes. Decisions are best made by a multidisciplinary team and should
also consider quality of life and patient preferences.

1. Introduction

The treatment landscape for advanced urothelial carcinoma
(UC) has rapidly evolved with the emergence of checkpoint
inhibitors, antibody-drug conjugates, and novel intravesical
approaches for perioperative therapy and multimodal blad-
der preservation approaches in muscle-invasive bladder
cancer (MIBC). Identification of optimum therapeutic
sequencing and definition of appropriate clinical trial end-
points in MIBC are critical unmet needs for clinicians at
the point of care and for industry and regulatory agencies
in the context of clinical trial design.

2. Materials and methods

On August 22-23, 2024, during a live meeting of the Inter-
national Bladder Cancer Group (IBCG), a global multidisci-
plinary steering committee of international experts in
bladder cancer (urologists, medical oncologists, radiation
oncologists, genitourinary pathologists, research scientists)
and patient advocates was assembled to develop consensus
recommendations on therapy sequencing in MIBC. Recom-
mendations were based on literature evidence where possi-
ble, and clinical evidence where appropriate. Nonstructured
literature searches in PubMed were performed by individ-
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ual working groups, and publications were screened for
inclusion in the evidence base. Working groups used a sys-
tem that encompassed literature review, synthesis of expert
opinion-based recommendation statements, open commu-
nication, and scientific debate. Specifically, panel members
participated in a modified Delphi process. Recommendation
statements were initially circulated via an online voting
system for asynchronous pre-meeting voting by the IBCG
membership.

During the live meeting, the different working groups
presented results from the pre-meeting voting along with
summarized evidence supporting the draft recommenda-
tions. Patient advocates were actively involved in audience
participation and discussions in all the live meeting ses-
sions. Their input was considered by the working groups
as statements were iteratively refined, and patient advo-
cates were included in final consensus voting. Recommen-
dation statements were revised on the basis of feedback,
and the final statements underwent further live voting (re-
stricted to bladder cancer experts and patient advocates);
consensus was defined as >75% agreement. These recom-
mendations, which were refined via subsequent virtual con-
ferences and discussions, form the basis of this manuscript.
In a number of cases, when additional practice-changing
data or clinical trial results became available in the time
between the live meeting and manuscript submission, the
authors considered and incorporated new evidence into
the recommendations. All the authors reviewed, edited,
and agreed on the final recommendations presented here.

3. Results

3.1. Setting the stage: contemporary outcomes of standard-
of-care approaches for MIBC

The IBCG recommends that patients with newly-diagnosed
MIBC should be offered referral to a multidisciplinary team
consisting of urology, medical, and radiation oncology spe-
cialists in the decision-making process [1,2].

Cisplatin-based neoadjuvant chemotherapy (NAC)
should be offered to eligible patients before cystectomy;
alternative neoadjuvant approaches may be associated with
higher pathologic complete response (pCR) rates, but these
remain investigational.

Although prospective data are lacking, contemporary
retrospective comparisons between radical cystectomy
(RC) and trimodal therapy (TMT) suggest that they have
similar oncologic efficacy in select patients with MIBC.
Inability to deliver any portion of optimal cystectomy- or
TMT-based therapy may compromise oncologic outcomes
and should be factored in the decision-making process.
Although an active area of promising investigation, there
is currently no standard role for curative-intent MIBC treat-
ment that omits definitive local therapy with either RC or
radiation-based treatment in eligible patients.

Certain tumor genomic features (such as alterations in
DNA repair genes or RNA-based molecular subtypes) are
associated with prognosis following cystectomy and/or TMT
treatment for MIBC, but currently lack sufficient prospective
validation to guide clinical decision-making. There are no

prospective data demonstrating a survival benefit from local
therapy in patients with metastatic bladder cancer. Retro-
spective series suggest potential benefits from either cystec-
tomy or radiation-based treatment, but are prone to
selection and confounding biases and should be interpreted
with caution, especially as the majority of the data are from
the preimmunotherapy era [3,4]. Consolidative local therapy
with either RC or radiation-based treatment can potentially
be considered in selected patients with nodal or oligometa-
static disease following a complete response to systemic ther-
apy after thorough multidisciplinary review [5,6].

3.2. Clinical staging in MIBC

Contemporary staging for MIBC includes findings from
transurethral resection of bladder tumor (TURBT) pathol-
ogy, bimanual examination under anesthesia, and cross-
sectional imaging of the chest, abdomen, and pelvis (com-
puted tomography [CT| or magnetic resonance imaging
[MRI]). Clinical staging is a dynamic process that can be
re-evaluated throughout a patient’s treatment course
[7,8]. Abdominopelvic lymph nodes >10 mm in maximum
short-axis diameter on CT or MRI should be considered sus-
picious for lymph node metastasis. Overall, current conven-
tional imaging shows slight concordance (64.9%) between
cN and pN stages (sensitivity 30%; specificity 84%) [9]. The
IBCG recommends that staging CT or MRI should ideally
be performed before TURBT to avoid surgery-related lymph
node inflammation. In addition to size, nodal radiographic
morphology should be taken into consideration when
determining clinical nodal stage; factors such as rounded
architecture, enhancement, and loss of a fatty hilum are
associated with nodal metastasis.

Fluorodeoxyglucose (FDG) positron emission tomogra-
phy (PET)-CT has limitations in staging bladder cancer
because of high urinary excretion of FDG, which results in
intense bladder activity that can obscure nearby tumors or
lymph nodes. FDG PET-CT does not routinely improve initial
clinical staging beyond conventional cross-sectional imag-
ing; however, FDG PET/CT may inform treatment in specific
clinical situations [10]. Such instances include staging of
poorly differentiated neuroendocrine bladder tumors,
which are frequently associated with atypical micrometas-
tases; assessment of clinically suspicious pelvic nodes;
and evaluation of other sites of concern that are difficult
to biopsy. For patients with clinically positive pelvic nodes
on conventional imaging, FDG PET-CT demonstrates pooled
sensitivity of 52%, specificity of 92%, and accuracy of 81%,
offering a slight improvement over the 76% accuracy seen
with conventional staging alone [11,12].

While multiparametric MRI using the Vesical Imaging-
Reporting and Data System (VI-RADS) scale exhibits favorable
accuracy for primary tumor staging and may be useful for
assessing primary tumor responses to systemic treatment,
there was a lack of consensus that MRI should routinely be
incorporated as a clinical staging modality. MRI is increas-
ingly used in bladder cancer staging because of its high
soft-tissue contrast, which aids in assessing the depth of
tumor invasion. However, it is not yet fully established as a
primary diagnostic tool in routine bladder cancer diagnosis.
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MRI may have particular value in guiding organ-sparing deci-
sions for female patients undergoing RC, although supporting
evidence remains limited. Initial studies have shown that VI-
RADS is both reliable and reproducible among radiologists,
with good correlation to pathology findings [13]. Use of VI-
RADS can potentially help in distinguishing between non-
muscle-invasive bladder cancer (NMIBC) and MIBC [14].
Bladder MRI was also tested in the diagnostic setting in the
BladderPath MRI trial; patients with suspected MIBC under-
went multiparametric MRI to determine if immediate staging
and treatment planning could replace traditional TURBT [15].
Results from this trial showed that an MRI-directed pathway
can shorten the time to definitive treatment in comparison to
the standard TURBT-based pathway but did not validate MRI
as a reliable tool for distinguishing NMIBC from MIBC.
Another limitation of this trial was the lack of pathologic
assessment for patients before chemotherapy or radiother-
apy. When bladder cancer is diagnosed, synchronous upper
tract UC (UTUC) is found in approximately 2-4% of cases,
and this incidence increases when high-grade or multifocal
bladder tumors or cancer in situ are present. Owing to this
risk, the IBCG recommends consideration of upper tract urog-
raphy (CT urogram, MRI urogram, or retrograde pyelography)
to identify patients with synchronous UTUC at the time of
bladder cancer diagnosis, especially for high-risk cases [16].
The panel agreed that when there is a contraindication to iod-
inated contrast or gadolinium, retrograde pyelography com-
bined with cross-sectional non-contrasted imaging suffices
for UTUC evaluation.

The IBCG recommends that following neoadjuvant ther-
apy, repeat clinical staging via cross-sectional imaging
should be considered before consolidative surgery. Endo-
scopic evaluation of the primary tumor following neoadju-
vant therapy can be considered for treatment planning.
The majority of patients restaged with endoscopic evalua-
tion and CT after cisplatin-based NAC and before cystec-
tomy had no change or minimal changes in final
treatment recommendations [17]. Moreover, endoscopic
bladder assessment alone was unable to differentiate final
pathologic stage in >50% of cases [18].

Lastly, emerging biomarkers such as circulating tumor
DNA (ctDNA) and urinary tumor DNA are being explored
as adjuncts to traditional staging and to assess the response
to neoadjuvant systemic therapy [19].

3.3. Neoadjuvant therapy in MIBC

The IBCG recommends that cT2-4a NO MO MIBC is the
appropriate clinical stage for defining a “neoadjuvant”
cohort, and that patients diagnosed with MIBC should be
offered inclusion in a clinical trial of perioperative therapy
if one is accessible. The panel cautioned that chronologic
age alone should not be part of the selection criteria for
NAC use, and a thorough assessment of patient frailty is
essential for guiding treatment decisions.

A calculated creatinine clearance (CrCl) value between
40 and 59 ml/min should not disqualify patients from
receiving cisplatin-based NAC. CrCl has long been a key
determinant in assessing eligibility for cisplatin-based
chemotherapy in UC, with a historical threshold of CrCl

>60 ml/min defined by Galsky et al. [20] for cisplatin eligi-
bility. However, in real-world practice, clinicians frequently
administer cisplatin in split doses to patients with CrCl in
the range 40-59 ml/min [21,22]. In the NIAGARA trial (eval-
uating durvalumab and gemcitabine + cisplatin [GC] as
neoadjuvant therapy), a lower CrCl cutoff of >40 ml/min
was used for inclusion [23].

MIBC is a heterogeneous disease and treatment recom-
mendations vary according to the presence of subtype his-
tologies. While UC is the most common histology, several
histologic subtypes exist that may influence treatment strate-
gies. Patients with pure squamous-cell carcinoma or adeno-
carcinoma should be treated with upfront cystectomy [24].
Optimal neoadjuvant strategies remain undefined for
patients with pure squamous-cell carcinoma or adenocarci-
noma. Fit patients with MIBC with a subtype histology com-
ponent (eg, micropapillary, plasmacytoid, nested,
sarcomatoid) should be offered neoadjuvant therapy before
RC in a multidisciplinary approach [24,25]. Contemporary
clinical trials should strive to include patients with subtype
histologies, even when these are predominant. For patients
presenting with localized small-cell cancer of the bladder,
NAC with etoposide + cisplatin should be offered, followed
by RC or concurrent chemoradiotherapy with cisplatin [26].

In patients with presumed MIBC, maximal safe TURBT
should be performed when possible. Maximal TURBT before
cystectomy is associated with better pathologic downstag-
ing, higher rates of pTO status, and better long-term onco-
logic outcomes [27].

The IBCG recommends that for patients with MIBC who
are fit for NAC, suitable therapeutic options are GC and
dose-dense methotrexate, vinblastine, doxorubicin, and cis-
platin regimens [28,29]. More recently, the first periopera-
tive immunotherapy-based regimen (GC + durvalumab)
was approved by the US Food and Drug Administration
(FDA) for MIBC on the basis of results from NIAGARA [23],
a pivotal randomized phase 3 open-label trial that evalu-
ated the efficacy of perioperative (neoadjuvant and adju-
vant) durvalumab in combination with neoadjuvant GC
versus neoadjuvant GC alone in a cohort of 1063 patients
with MIBC. The primary endpoints were event-free survival
(EFS) and the pCR rate; overall survival (OS) was a key sec-
ondary endpoint. Addition of perioperative durvalumab to
neoadjuvant GC was associated with statistically significant
improvements in EFS (hazard ratio [HR] 0.68, 95% [CI] 0.56-
0.82; p < 0.0001) and OS (HR 0.75, 95% CI 0.59-0.93;
p = 0.0106) in comparison to neoadjuvant GC alone [23].
Perioperative durvalumab and neoadjuvant GC is a regimen
approved by the FDA and the European Medicines Agency
for patients with MIBC who are fit for cisplatin,
immunotherapy, and cystectomy.

For patients who are cisplatin-ineligible, there are no
neoadjuvant treatment options recommended and upfront
RC has been the standard. The phase 3 KEYNOTE-905/EV-
303 trial compared the use of perioperative enfortumab
vedotin and pembrolizumab (EV/P) versus surgery alone
in 344 patients with MIBC who were ineligible for or
refused cisplatin. Recent results revealed unprecedented
outcomes: median EFS was not reached versus 15.7 mo
(HR 0.40, 95% C1 0.28-0.57; p < 0.0001), and median overall
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survival was not reached versus 41.7 mo (HR 0.50; 95% CI
0.33-0.74; p = 0.0002), which support EV/P as the new stan-
dard in this setting and mark a paradigm shift in this patient
population [30]. This regimen is now approved by the FDA.
The IBCG panel recommends systemic therapy and repeat
TURBT in patients with MIBC who are unwilling or unfit for
both RC and radiation. The role of repeat TURBT in this setting
is endorsed by the American Urological Association (AUA), as
well for highly selected cases, particularly when a complete
macroscopic resection is achievable and repeat TURBT con-
firms no residual disease, but should be considered only
when other definitive treatments are not feasible [31].

34. Adjuvant therapy in MIBC

The IBCG panel recommends that adjuvant cisplatin-based
chemotherapy should be offered to fit patients with MIBC
who have pT3, pT4, or pN+ stage at cystectomy and did
not receive prior NAC on the basis of a meta-analysis by
the Advanced Bladder Cancer Meta-analysis Collaborators
Group [32].

Among patients with MIBC who are unfit for (or refuse,
despite adequate counseling) cisplatin, adjuvant nivolumab
or pembrolizumab can be considered for those with pT3/4
and/or pN+ stage and for patients who have a residual
muscle-invasive tumor (ypT2-4 and/or ypN+) after RC and
before cisplatin-based NAC [33,34]. Both adjuvant nivolumab
and pembrolizumab significantly prolonged disease-free sur-
vival (DFS) in comparison to placebo and observation, respec-
tively, but no improvement in OS has been observed. The
panel also recommends that if adjuvant cisplatin-based
chemotherapy is given, there is no established role for a con-
current or sequential adjuvant checkpoint inhibitor. Patients
who start neoadjuvant durvalumab with GC can continue
durvalumab in the adjuvant setting according to the NIA-
GARA protocol design [23]. Given the recent approval of EV/
P on the basis of results from the pivotal KEYNOTE-905 trial,
patients who are cisplatin-ineligible or refuse cisplatin would
be candidates for perioperative EV/P [30].

The IBCG recommends that ctDNA may be considered
when making decisions about adjuvant checkpoint inhibi-
tors for patients with high-risk MIBC. Prospective data from
the phase 3 IMvigor011 trial demonstrated that for patients
with high-risk MIBC who remained or converted to ctDNA-
positive within 12 mo after RC, adjuvant atezolizumab sig-
nificantly improved DFS and OS in comparison to placebo,
and thus offer the first level 1 evidence for a molecular
residual-disease-guided strategy for adjuvant immunother-
apy [35]. In addition, extended 5-yr follow-up data and an
exploratory analysis for the phase 3 CheckMate 274 trial
of adjuvant nivolumab in patients with high-risk MIBC fol-
lowing RC similarly showed a disease-specific survival
advantage exclusively for patients with ctDNA positivity
after surgery [36]. Serial ctDNA testing may help in refining
patient selection for adjuvant therapy by identifying those
who are likely to benefit from immunotherapy while spar-
ing individuals who are persistently ctDNA-negative from
unnecessary treatment.

There is currently no evidence to support checkpoint
inhibitor rechallenge after prior immunotherapy in MIBC.

The IBCG recommends that if anti-PD1/L1 therapy is used
in the perioperative setting, the role of rechallenge at the
time of cancer progression is unclear and requires a bal-
anced discussion of risks versus benefits and careful consid-
eration of the time of cancer progression in relation to PD1/
L1 inhibitor administration, tolerance, and patient prefer-
ences, among other factors.

3.5. Multidisciplinary management of lymph node
metastasis

The IBCG recognizes that the classification of locally
advanced bladder cancer (laBC) remains controversial
because of overlapping definitions, differences in staging
paradigms, and variability in clinical trial inclusion criteria.
Traditionally, 1aBC has been defined as cT4b and/or node-
positive (any N+) disease without distant metastasis (MO).
However, some clinical trials extend the definition to
include M1a (nonregional lymph node metastases), espe-
cially in the context of consolidative or multimodal therapy
discussions. The 8th edition of the American Joint Commit-
tee on Cancer staging manual classifies stages IlIA (T3-T4a,
NO, MO), IIB (any T, N1-N3, MO0), and IVA (T4b, any N, MO;
or any T, any N, M1a) as 1aBC, which encompasses invasion
into adjacent organs or regional/nonregional lymph node
involvement without distant organ spread [37]. The AUA
guidelines for MIBC do not define l1aBC, but consider T3-
T4 and/or N+ disease as “high-risk” requiring a multidisci-
plinary approach [31]. These differences in definition
underscore the need for nuanced treatment planning and
consistent staging nomenclature in both clinical practice
and clinical trial eligibility criteria. The IBCG panel did not
reach consensus on inclusion of M1a in the definition of
l1aBC.

When treated with combination systemic therapy,
patients with oligometastatic pelvic nodal involvement
from MIBC have favorable prognosis in comparison to
metastases at other distant sites. A post hoc analysis for
CheckMate 901 showed that 18% of the patients enrolled
had lymph node-only metastases, and this group had a
higher response rate with GC and nivolumab in comparison
to those who received GC only; the HR for OS (0.58) favored
the GC + nivolumab combination [38]. Results from the piv-
otal EV-302 trial showed that EV/P resulted in significantly
better response rates, PFS, and OS across all subgroups in
comparison to platinum-based chemotherapy; the HR for
OS was 0.45 in the subgroup with nodal metastases [39].
In the Javelin Bladder 100 trial, patients with nodal metas-
tases also had the most favorable outcomes over longer
follow-up; the HR for OS was 0.86 in the group that received
switch maintenance avelumab and best supportive care
(BSC) in comparison to BSC alone [40]. When available
and feasible, EV/P should be offered as the preferred regi-
men for locally advanced or metastatic UC, regardless of
sites of metastases, the site of the primary tumor, or cis-
platin eligibility [41].

Radical local treatment with RC and lymph node dissec-
tion or TMT could be considered for patients with de novo
oligometastatic nodal involvement who have experienced
a sustained complete response to systemic therapy in the
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context of careful expert multidisciplinary management,
but this is currently not a standard recommendation.

FDG PET use can be considered in selected patients, but is
not routinely recommended. Systemic recurrence following
initial therapy for MIBC is frequent, which suggests that bet-
ter pretreatment clinical staging is necessary. FDG PET might
be considered in selected patients, as a retrospective analy-
sis found that it led to a change in management for18% of
patients with MIBC [10]. Patients at higher risk of upstaging
are those with cT3-4 and/or N+ disease. FDG PET might be
helpful in cases with suspicious lymph node metastases on
conventional imaging, and previous treatment with neoad-
juvant therapy does not seem to be a contraindication.

Multidisciplinary management and general principles for
response and surgical/radiotherapy consolidation may
include:

(a) Absence of pelvic side-wall invasion on imaging and/
or examination under anesthesia (goal is RO resection
in surgical candidates);

(b) Complete resolution of lymph nodes according to
imaging or biopsy negative for residual disease; and

(c) A period of disease stability without progression
elsewhere.

The optimal timing in patients with no complete response
and a period of stability without progression should be
discussed carefully in an expert multidisciplinary setting. Oli-
gometastatic disease may offer an opportunity for multidisci-
plinary management of metastasis-directed therapy (surgical
or radiation) in well-selected patients. Radiation should be
considered in both surgical candidates and those who do
not wish to consider, or are not candidates for, surgery.

3.6. Biomarkers for patient selection

Current biomarkers do not inform decisions on NAC in
patients with MIBC who are eligible for cisplatin. Therefore,
all decisions on neoadjuvant/adjuvant therapy selection
should be based on clinical characteristics such as comorbidi-
ties, clinical stage, pathology, and imaging results, among
other factors. Shared informed decision-making between
clinicians and patients remains essential, particularly without
reliable molecular biomarker data. Research on biomarkers to
predict responses to systemic therapies is warranted for
patients with MIBC. Predictive biomarkers need to be vali-
dated in prospective clinical trials before they are used to
guide clinical decision-making outside clinical trials.

Efforts to identify RNA- and DNA-based biomarkers for
predicting responses to systemic therapies have not
resulted in validated clinical biomarkers. Despite promising
avenues of research, no biomarker has demonstrated ade-
quate predictive value for adoption in routine clinical prac-
tice. However, the perioperative setting offers a unique
opportunity to collect and evaluate biomarkers from tissue,
blood, and urine, both before and after treatment, which
may provide critical insights for future research.

In the adjuvant setting, the role of biomarkers is becom-
ing more important. For example, CheckMate 274 demon-
strated a greater DFS benefit from adjuvant nivolumab in
the group of patients who had tumors with PDL1 expression

>1% (HR 0.56, 95% CI 0.36-0.86) [42]. While this suggests
that PDL1 status may possibly help in identifying patients
who are more likely to benefit from nivolumab, it should
not serve as the sole criterion for patient selection, as ben-
efit can also occur in patients with lower PDL1 expression.
ctDNA is another very promising biomarker under investi-
gation, especially in the adjuvant setting. Detectable ctDNA
after cystectomy for MIBC may indicate higher risk of recur-
rence and a potential benefit from adjuvant therapy. How-
ever, such research should be conducted within clinical
trials. For instance, an exploratory subset analysis for the
IMvigor010 trial revealed significantly better DFS and OS for
ctDNA-positive patients treated with atezolizumab, while
those who were ctDNA-negative did not experience a signif-
icant benefit [43]. While ctDNA testing is not yet standard
in clinical practice, a recent press release from the IMvigor011
trial reported that patients with ctDNA" status had better OS
and DFS with atezolizumab in comparison to placebo [44].
There are also emerging opportunities for investigating uri-
nary cell-free DNA as a predictive biomarker (and for assess-
ment of therapy response) in the perioperative setting.

Until emerging biomarkers are validated and standard-
ized across different practice settings, decisions regarding
neoadjuvant/adjuvant therapy selection should prioritize
clinical parameters. Integration of biomarker research in
well-designed clinical trials remains critical for advancing
personalized approaches in MIBC treatment and under-
standing disease biology.

3.7. Trial design and appropriate endpoints

Trials of perioperative systemic therapy should include
patients with surgically resectable disease (cT2-4a NO-1
MO, or cT1-4a N1 MO) who are eligible for systemic therapy,
RC, and pelvic lymph node dissection. Ongoing phase 3 tri-
als (eg, Keynote 866, ENERGIZE, Keynote B15, Keynote 905,
and VOLGA) include patient populations with localized
resectable MIBC. Ensuring similar/harmonized populations
and key eligibility parameters across these large trials
may allow easier interpretation of results and coordinated
discussion within a relevant context/framework for the
totality of the data available. Inclusion of cN1 disease (a sin-
gle enlarged perivesical lymph node) seems reasonable
according to consensus, and recognizing the challenge in
accurate clinical staging and common scenarios in border-
line sizes for single lymph nodes.

Trials in cT,ny N2-3 MO disease may consider data-
driven systemic therapy followed by consolidative locore-
gional therapy. Evaluation, ideally in a multidisciplinary
setting, must be customized to each case with consideration
of the following care pathways:

(a) Continuation of systemic therapy with dose adjust-
ments as needed, depending on toxicity, the depth
and duration of any response, patient preferences, the
therapy burden, and provider expertise, among other
factors;

(b) Potential consolidative locoregional therapy (based
on the depth and duration of response), which may
include extirpative surgery or (chemo)radiation; and

(c) Close surveillance.



506 EUROPEAN UROLOGY 89 (2026) 500-511

There is a lack of prospective data delineating the optimal
duration of systemic therapy in the locoregionally advanced
disease setting. Subgroup analyses for the EV-302, Check-
mate 901, and Javelin Bladder 100 trials showed that
patients with lymph node-only metastasis have better prog-
nosis than patients with bone and/or visceral metastasis (re-
gardless of systemic therapy used). Dose adjustments are
based mainly on toxicity and the therapy burden, while data
from EV-302 trial can further help to inform relevant
decision-making [38-40]. The role of consolidation therapy
with either extirpative surgery or (chemo) radiation remains
experimental and should be evaluated in prospective clinical
trials. In the interim, retrospective data, with acknowledg-
ment of their inherent limitations and caveats, may help to
inform the discussion and might influence informed shared
decision-making after multidisciplinary review.

Unless driven by a robust biological rationale for exclu-
sion (eg, neuroendocrine cancer), the inclusion of subtype
histologies in trials in localized MIBC is recommended and
may (ideally) not mandate predominant conventional UC
histology. The presence of histologic subtypes may serve
as a stratification factor for predefined subgroup analyses.
The NIAGARA trial included patients with primary UC, while
most trials mandate predominant conventional UC histol-
ogy [23]. Our consensus on the basis of discussion with
expert pathologists is to allow any percentage of subtype
histology if the primary tumor is UC, while recognizing
the major challenge in accurately estimating such a per-
centage, inherent spatial tumor heterogeneity, and the need
for broader inclusion of patients to generate relevant data.
Clinical trials focusing mainly on histologic subtypes are
also very important and should be strongly encouraged.

Pathology review of TURBT and cystectomy specimens
by a pathologist with expertise in bladder cancer is strongly
recommended, as interpretation can impact staging, identi-
fication of histologic subtypes, clinical trial eligibility, and
endpoints. Expert pathology and radiology review have an
impact on multidisciplinary decision-making [45,46].

Appropriate primary endpoints for MIBC trials should be
tailored to the treatment modality used:

(a) For randomized phase 2-3 trials, a time-to-event pri-
mary endpoint is essential.

(b) Bladder-intact EFS is the primary endpoint recom-
mended for randomized trials of TMT or other bladder
preservation approaches [47].

(¢) For randomized trials evaluating neoadjuvant (+ adju-
vant therapy), EFS is the primary endpoint
recommended.

(d) For randomized trials evaluating adjuvant therapy,
DFS should be the primary endpoint.

(e) OS should be captured, at least as a key secondary
endpoint, in all such trials.

pCR (ypTO NO) is an appropriate primary endpoint for
single-arm “signal-seeking” trials in the neoadjuvant set-
ting; pathologic downstaging (<ypT2NO0) should be captured
as a key secondary endpoint. However, there may be some
confounding factors around the use of pCR as a primary end-

point. TURBT before neoadjuvant therapy may remove all
visible disease, which could possibly inflate the pCR rate.
Inadequate imaging or understaging (especially in cT1/T2
disease) may lead to overestimation of the treatment effect.
In addition, variability in pathology evaluation may intro-
duce inconsistencies in pCR classification. Notably, in the
NIAGARA trial, the combination of neoadjuvant GC with dur-
valumab resulted in a relatively moderate improvement in
the pCR rate vs GC, but showed a significant improvement
in EFS and OS [23]. Accurate characterization of a clinical
complete response (cCR) to neoadjuvant or induction sys-
temic therapy is constrained by the limitations of contempo-
rary methods for clinical staging. The cCR description should
be driven by studies that have used a prespecified detailed
definition of cCR (eg, negative tissue biopsy, urine cytology,
cross-sectional imaging) and evaluated its association with
relevant clinical outcomes, such as time-to-event endpoints.
A uniform standardized definition of post-NAC cCR is cur-
rently lacking [48]. A consensus-driven definition of end-
points for next-generation bladder-sparing perioperative
trials has been proposed [49].

3.8. Quality-of-life endpoints, frailty, and recovery

The IBCG recommends that patient-reported quality of life
(QoL) outcomes should be key endpoints in prospective
interventions and trials and should include assessments at
baseline, during treatment, and after treatment completion.
When making treatment decisions, patients increasingly
prioritize discussions about QoL. This is particularly impor-
tant given the modest survival benefits of many regimens,
especially in advanced disease. Thus, the impact of inter-
ventions on patient wellbeing should be measured [50]. In
a review of 149 high-impact oncology trials, only 3%
reported QoL outcomes up until each patient’s death. Most
assessed QoL during or shortly after the intervention, with
few extending measurements to the end of life. Of those
that did, 80% found worse QoL outcomes in the intervention
group, despite this being a priority for patients [51]. Use of
validated assessments of patient frailty, multimorbidity,
and functional status should be considered before surgery
and bladder preservation strategies to improve informed
shared decision-making.

Frailty is associated with higher complication and mor-
tality rates from RC and there is a need for accurate identifi-
cation of frailty to inform risk assessment and support
shared decision-making [52]. Although comprehensive mul-
tidisciplinary assessments with geriatricians are not always
clinically feasible, the 11-item Modified Frailty Index, which
has been well studied in the cystectomy setting, offers a
practical alternative. This validated tool can be used to help
in counseling patients on complication and mortality rates
[53]. A prehabilitation program with nutrition and exercise
counseling, if available, should be recommended to all
patients before surgery and/or systemic therapy, especially
frail and/or comorbid patients [54].

A multidisciplinary, multimodal prehabilitation trial
involving 70 patients scheduled for RC demonstrated better
4-wk functional capacity in the intervention group [55].
While this study had significant loss to follow-up, numer-
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ous ongoing trials evaluating telerehabilitation platforms
may make this approach more feasible globally.

Enhanced recovery after surgery (ERAS) is an important
treatment component for patients undergoing RC. A meta-
analysis of 4048 patients showed that implementation of
ERAS protocols was associated with shorter length of stay
and lower postoperative complication rates [56]. Various
ERAS protocols for RC have been published, each differing in
the number and type of components included [57]. Further
investigation is needed to better understand which specific
ERAS elements are most beneficial for patients undergoing
RC. At present, non-opioid analgesia and avoidance of a naso-

Given the adverse effects of opioid analgesia, multimodal
non-opioid pain management options, such as NSAIDs, neu-
ropathic agents, such as gabapentin/pregabalin, and local
blocks should be prioritized in postoperative pain pathways.
It has been shown that opioid-free pain relief, both intraoper-
atively and postoperatively, is feasible for cystectomy [58].

4. Discussion

The consensus recommendations from the IBCG are based
on literature evidence and clinical expert opinion and are

gastric tube appear to reduce length of stay [56].

summarized in Table 1.

Table 1 - International Bladder Cancer Group consensus recommendations on clinical management and clinical trial design in MIBC

1.

2.

Contemporary standard-of-care approaches

Patients with newly diagnosed MIBC should be offered referral to a multidisciplinary team consisting of urologic, medical, and radiation oncology
specialists.

Cisplatin-based NAC should be offered to eligible patients before RC. Cisplatin-ineligible patients should be treated with neoadjuvant enfortumab vedotin
and pembrolizumab.

Although prospective data are lacking, contemporary retrospective comparisons between RC and TMT suggest similar oncologic efficacy in selected patients
with MIBC.

Inability to deliver any portion of optimal RC- or TMT-based therapy may compromise oncologic outcomes and should be factored in the decision-making
process.

Although an active area of investigation, there is currently no standard role for curative-intent MIBC treatment that omits definitive local therapy with either
RC or radiation-based treatment in eligible patients.

Certain tumor genomic features (such as alterations in DNA repair genes or RNA-based molecular subtypes) are associated with prognosis following RC-
and/or TMT-based treatment for MIBC but currently lack sufficient prospective validation to guide clinical decision-making.

Consolidative local therapy with either RC or radiation-based treatment can potentially be considered in selected patients with nodal or oligometastatic
disease following complete response to systemic therapy after thorough multidisciplinary review.

Clinical staging in MIBC

1. Contemporary staging for MIBC includes findings from TURBT pathology, bimanual examination under anesthesia, and cross-sectional imaging of the chest,
abdomen, and pelvis (CT or MRI). Clinical staging is a dynamic process that can be re-evaluated throughout a patient’s treatment course.

2. Abdominopelvic lymph nodes >10 mm in maximum short-axis diameter, detected on CT or MRI, should be considered suspicious for lymph node
metastasis.

3. FDG PET/CT does not routinely improve initial clinical staging beyond conventional cross-sectional imaging; however, in specific clinical situations, FDG
PET/CT may inform treatment.

4. Upper tract urography (CT urogram, MRI urogram, or retrograde pyelography) should be considered to exclude patients with synchronous upper tract
urothelial cancer.

5. Following neoadjuvant therapy, repeat clinical staging via cross-sectional imaging should be considered before consolidative surgery. Endoscopic evaluation
of the primary tumor following neoadjuvant therapy can be considered for treatment planning.

6.

Emerging biomarkers, such as ctDNA and urinary tumor DNA, are being explored as adjuncts to traditional staging to assess the response to neoadjuvant
therapy.

Neoadjuvant therapy

1. ¢T2-4a NO MO MIBC is the appropriate clinical stage for defining a “neoadjuvant” cohort.

2. Patients diagnosed with MIBC should be offered inclusion in a clinical trial of perioperative therapy if one is accessible.

3. Chronologic age alone should not be part of the selection criteria for NAC; a more comprehensive assessment of patient frailty is needed.

4. Estimated glomerular filtration rate between 40 and 59 ml/min (eg, using the Cockcroft-Gault formula) should not disqualify patients from receiving cis-
platin-based NAC.

5. Patients with pure squamous-cell carcinoma or adenocarcinoma should be treated with upfront surgery. Patients with muscle-invasive urothelial carcinoma
with subtype histology components should be offered neoadjuvant therapy before RC on the basis of multidisciplinary care.

6. In patients with presumed MIBC, maximal safe TURBT should be performed when possible.

7. In patients with MIBC who are fit for NAC, GC and dose-dense methotrexate, vinblastine, doxorubicin, and cisplatin regimens are suitable therapeutic
options.

8. Systemic therapy and repeat TURBT are recommended for patients with MIBC who are unwilling or unfit for both RC and radical radiotherapy.

Adjuvant therapy

1. Adjuvant cisplatin-based chemotherapy should be offered to fit patients with MIBC who have pT3, pT4, or pN+ stage at RC and did not receive prior cis-
platin-based NAC.

2. Adjuvant nivolumab or pembrolizumab can be considered for cisplatin-unfit patients (or those who refuse despite adequate counseling) with MIBC with
pT3/4 and/or pN+ stage or who have a residual muscle-invasive tumor (ypT2-4 and/or ypN+) after RC and prior cisplatin-based NAC.

3. If adjuvant cisplatin-based chemotherapy is given, there is no established role for concurrent or sequential adjuvant anti-PD1/L1 therapy.

4. ctDNA may be considered when making decisions about adjuvant immunotherapy for patients with high-risk MIBC. However, additional research is needed
to prove clinical utility before this is standard of care.

5. If anti-PD1/L1 therapy is used in the neoadjuvant and/or adjuvant setting, the role of rechallenge at the time of progression is unclear and requires a bal-

anced discussion of the risks versus benefits and careful consideration of the time of cancer progression in relation to anti-PD1/L1 administration, tolerance,
and patient preferences, among other factors.
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Table 1 - Continued

Multidisciplinary management of metastatic disease

1. Patients with oligometastatic pelvic nodal involvement from MIBC have favorable prognosis in comparison to other metastatic sites when treated with com-
bination systemic therapy.

2. The use of FDG PET can be considered in selected patients, but is not routinely recommended.

3. When available, enfortumab vedotin + pembrolizumab is the treatment of choice for untreated locally advanced and metastatic bladder cancer. However,
there are still no comparison data versus GC + nivolumab, or cisplatin followed by a maintenance regimen.

4. Radical local treatment with RC and lymph node dissection or TMT could be carefully considered in cases with de novo oligometastatic nodal involvement if

the patient has a sustained complete response to systemic therapy in the context of careful expert multidisciplinary management, although this is currently

not a standard recommendation.

Multidisciplinary management is essential in identifying disease response and resectability. General principles for response and surgical consolidation may

include:

The absence of pelvic side-wall invasion on imaging and/or EUA (goal is RO resection in surgical candidates);

Complete resolution of lymph nodes according to imaging or negative biopsy for residual disease; and

A period of disease stability without progression elsewhere.

Oligometastatic disease offers an opportunity for multidisciplinary management of metastasis-directed therapy (surgical or radiation).

&

Q0 T

Biomarkers for patient selection

1. Current biomarkers do not inform decisions on NAC for patients with MIBC who are eligible for cisplatin.

2. Research on biomarkers to predict response to systemic therapies is warranted for patients with MIBC. Predictive biomarkers may be standardized and
incorporated to guide clinical decision-making outside of clinical trials.

3. PD-L1 testing may help in identifying patients who are more likely to benefit from adjuvant nivolumab, but it should not be the sole criterion for patient
selection.

4. Detectable ctDNA after RC for MIBC may indicate a higher risk of recurrence and potential benefit from adjuvant therapy.

5. Until emerging biomarkers are validated and standardized across different practice settings, decisions regarding neoadjuvant/adjuvant therapy selection
should prioritize clinical parameters.

Trial design and appropriate endpoints

1. Trials of preoperative systemic therapy should include patients with surgically resectable disease (cT2-4a NO-1 MO) eligible for systemic therapy, RC, and
pelvic lymph node dissection.

2. Trials in patients with cT,,y N2-3 MO disease may consider data-driven systemic therapy followed by consolidative locoregional therapy, which may include
extirpative surgery or (chemo)radiation.

3. Unless driven by a robust biological rationale for exclusion, the inclusion of histologic subtypes in trials in localized MIBC is recommended, and predominant
conventional urothelial histology may (ideally) not be required. The presence of a histologic subtype may serve as a stratification factor and be included in
predefined subgroup analyses.

4. Pathology review of TURBT and cystectomy specimens by a pathologist with expertise in bladder cancer is strongly recommended, as interpretation can

impact staging, identification of histology subtypes, clinical trial eligibility, and endpoints.

Appropriate primary endpoints for MIBC trials should be tailored to the treatment modality used:

For randomized phase 2-3 trials, a time-to-event primary endpoint is essential.

Bladder-intact event-free survival is the primary endpoint recommended for randomized trials of TMT or other bladder preservation approaches.

For randomized trials evaluating neoadjuvant (with/without adjuvant therapy), event-free survival is the primary endpoint recommended.

For randomized trials evaluating adjuvant therapy, disease-free survival should be the primary endpoint.

Overall survival should be captured at least as a key secondary endpoint in all such trials.

pCR (ypTO NO) is an appropriate primary endpoint for single-arm “signal seeking” trials in the neoadjuvant setting; pathologic downstaging (<ypT2 NO)

should be captured as a secondary endpoint. Note that pCR can be confounded by the completeness and extent of TURBT procedures.

7. Accurate characterization of a cCR to neoadjuvant/induction systemic therapy is constrained by the limitations of contemporary clinical staging methods.
Description of cCR should be driven by studies that used a prespecified detailed definition of cCR (eg, negative tissue biopsy, cytology, cross-sectional imag-
ing) and evaluated its association with relevant clinical outcomes (such as time-to-event endpoints).

o0 Aan T WU

QoL endpoints, frailty, and recovery

1. Patient-reported QoL outcomes should be key endpoints in prospective interventions/trials and should include assessments at baseline, during treatment,
and following treatment completion.

2. Use of validated assessments of patient frailty, multimorbidity, and functional status should be considered perioperatively to improve shared decision
making.

3. A prehabilitation program with nutrition and exercise counseling, if available, should be recommended to all patients before surgery and/or systemic ther-
apy, especially in frail and/or comorbid patients.

4. ERAS is an important treatment component for patients undergoing RC. Further investigation is needed to better understand which specific ERAS elements
are most beneficial in the RC setting.

5. Given the adverse effects of opioid analgesia, multimodal non-opioid options for pain management such as NSAIDs, neuropathic agents (eg, gabapentin or
pregabalin), and local blocks should be prioritized in postoperative pain pathways.

cCR = clinical complete response; CT = computed tomography; ctDNA = circulating tumor DNA; ERAS = enhanced recovery after surgery; EUA = examination
under anesthesia; FDG = fluorodeoxyglucose; GC = gemcitabine + cisplatin; MIBC = muscle-invasive bladder cancer; MRI = magnetic resonance imaging; NAC =
neoadjuvant chemotherapy; NSAID = nonsteroidal anti-inflammatory drug; pCR = pathologic complete response; PET = positron emission tomography; QoL =
quality of life; RC = radical cystectomy; TMT = trimodal therapy; TURBT = transurethral resection of bladder tumor.

This consensus provides updated, evidence-informed 5. Conclusions
guidance for multidisciplinary management of MIBC and
1aBC, with a focus on optimal staging, perioperative thera-
pies, systemic treatment strategies for node-positive dis-
ease, biomarkers, trial design, and QoL considerations.

As the therapeutic landscape for MIBC and 1aBC is rapidly
evolving, the aim of this IBCG framework is to guide clini-
cians, researchers, and other stakeholders in delivering
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and supporting optimized patient-centered care and gener-
ating high-quality evidence.
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