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PURPOSE

METHODS
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Urothelial cancer accounts for approximately 3% of new cancer cases
worldwide, with a high burden of disease in countries with medium and low
human development indexes where its incidence and mortality are in-
creasing. The purpose of this consensus is to develop statements on the
evaluation and treatment of locally advanced and metastatic urothelial
carcinoma that would further guide the clinical practice in Latin America.

A systematic review of the literature was conducted by an independent team
of methodologists. Then, a modified Delphi method was developed with
clinical specialists from different Latin American countries.

Forty-two consensus statements, based on evidence, were developed to
address the staging, the evaluation (suitability for chemotherapy, risk
assessment, and biomarkers), and systemic treatment (first-line and
subsequent therapies) of locally advanced or metastatic urothelial carci-
noma. The statements made in this consensus are suggested practice
recommendations in the Latin American context; however, the importance
of a complete and individualized patient evaluation as a guide for thera-
peutic selection is highlighted. The availability and affordability of support
tools for the evaluation of the disease, as well as specific therapies, may
limit the application of the best practices suggested.

Therapeutic decisions need to be tailored to the context-specific clinical
setting and availability of resources. Local research is promoted to improve
outcomes for patients with this challenging cancer in Latin America.
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INTRODUCTION

Urothelial cancer represents 3% of new cancer cases
worldwide, ranking eleventh in incidence, with 573,000 new
cases each year.! This disease is four times more common in
men than in women,*? and 90% of diagnoses are made in
people age 55 years or older. Although most cases are reported
in countries with high and very high human development
index, the burden of this disease is more significant in
countries with medium and low human development index,
where there is an increase in incidence and mortality from this
cause. It is estimated that in Latin America and the Caribbean
countries, there are 33,840 new cases and 13,100 deaths from
this cause each year.>

Within the clinical spectrum of urothelial cancer, the
greatest burden of morbidity and mortality is associated with

ASCO JCO’ Global Oncology

muscle-invasive disease (MIBC). At the time of diagnosis,
approximately 25% of bladder cancers are MIBC without
extra bladder extension, while 5% of cases correspond to a
locally advanced tumor involving nearby tissues or spread to
nonregional lymph nodes or distant organs.> Nearly 50% of
patients with MIBC who undergo treatment with curative
intent will eventually relapse and develop metastatic disease.’
Patients with MIBC have a poor prognosis, with a 5-year
survival without treatment of approximately 5%.°

Advanced metastatic involvement in urothelial cancer re-
quires a therapeutic approach focused on maintaining the
quality of life and prolonging survival. Currently, most of
the clinical practice guidelines available on the evaluation
and systemic treatment of patients with locally advanced
and metastatic urothelial carcinoma come from developed
countries in Asia,” Europe,®'° and North America.”
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However, there are few recommendations on this for de-
veloping countries, such as Latin America, specifically
considering the limited resources and significant barriers
to access for timely diagnosis and treatment.*

Given this, the purpose of this consensus is to develop
statements on the evaluation and treatment of locally ad-
vanced and metastatic urothelial carcinoma that would
further guide the clinical practice in Latin America. Con-
sidering the heterogeneity of this region in the ethnic, social,
cultural, and economic aspects, the recommendations must
be adapted to the reality of each country.

METHODS
Participants

A group of clinical oncologists, representatives of different
Latin American countries, and an independent methodo-
logic team developed this consensus. This panel was se-
lected on the basis of their specific experience in urothelial
cancer and their availability for the activities of review of
evidence and discussions for the construction and valida-
tion of recommendations. Detailed information about the
participants and their declarations of interest, made pre-
liminarily in the consensus process, are described in the
Data Supplement.

Evidence Search and Formulation

All members of the panel formulated the scope of the con-
sensus in a session. The target population was defined as
adults with locally advanced unresectable urothelial carcinoma
and/or metastatic disease. The contents were classified into
staging, evaluation (aptitude for chemotherapy, risk assess-
ment, and biomarkers), and systemic treatment (first-line and
subsequent therapies).

A systematic review of the literature was performed. The
literature search was carried out in April 2022 in databases
of compiling agencies and developers of clinical practice
guidelines, with strategies adapted to each database, with the
free terms: “bladder” AND “cancer OR neoplasia OR tumor”
AND “guideline.” Clinical practice guidelines, evidence-based
recommendations documents, systematic literature reviews,
clinical trials, and observational studies were eligible for in-
clusion. Only documents available as a complete publication,
in English and Spanish, published in the past 7 years, were
considered. Previous versions of guidelines were excluded.
Additional material was searched in relevant international
scientific societies and electronic databases (PubMed and
Latin American and Caribbean Health Sciences Literature
[LILACS]).

For the selection of the identified references, two reviewers
independently evaluated the documents under the eligibility
criteria, initially screening the references by title and abstract
and then reviewing the full text of the articles. Disagreements
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about the inclusion criteria were solved by discussion. The
search specifications and evidence selection are detailed in the
Data Supplement.

The quality of the clinical practice guidelines was evaluated
using the AGREE-II tool. The recommendations and statements
were extracted from the highest-quality evidence in a
preset format according to the predefined thematic matrix.
The missing information was completed with targeted
searches.

Delphi Process

The consensus process was developed with a modified Delphi
method. The questionnaire items were organized in sections
according to the predefined topics. The panel of experts
reviewed them to determine the need to make adjustments,
deletions, or additions. The final version of the questionnaire
included 80 items distributed in five thematic blocks:
staging, aptitude for chemotherapy, risk assessment, bio-
markers, and systemic treatment. The questionnaire was
sent to all panel members in the first round. A 5-point
Likert-type scale was used to evaluate the statements,
according to the appropriateness method developed by the
RAND Corporation and the University of California at Los
Angeles (UCLA).? In a second round with the panel,
anonymous voting results were shown, and items without
consensus were revisited and voted on again. Final rec-
ommendations were reformulated and defined. The speci-
fications of the Delphi process for assessment and definition
of consensus, as well as the clinical questions, can be found
in the Data Supplement.

Cost-effectiveness and access to therapies were considered to
contextualize the recommendations in a region with limited
resources.

RESULTS
General Considerations

The statements made from this consensus are suggested
practice recommendations without constituting a limiting
care guideline, particularly in the Latin American context,
where it is essential to consider therapeutic decisions in light
of the realities of the specific clinical setting and the avail-
ability of resources.

Managing patients in advanced stages of the oncologic
disease can be challenging. Providing clear and compre-
hensive information to patients about all the possible
benefits and side effects of each therapy facilitates shared
decision making.

Regardless of the specific regimen used, patients receiving
chemotherapy should be reassessed every three to four cycles.
Treatment must be continued until disease progression or
unacceptable toxicity.
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All patients should be referred early to palliative care for
simultaneous management, with benefits that include re-
duction of disease-related symptoms, improvement in
functional status, increase in quality of life, and reduction in
the use of systemic treatments at the end of life.'s

Staging

Images of the chest, abdomen, and pelvis allow the char-
acterization of the primary tumor and the identification of
metastatic lesions (Table 1). At the pulmonary level, metas-
tases typically present as multiple and bilateral pulmonary
nodules that are well defined, not calcified, and predomi-
nantly basal and peripheral in location.’>*¢ Most lymph node
metastases that originate in urogenital cancer are located in
the retroperitoneum, and the risk of malignancy is strongly
associated with the size of the nodules, with nodules larger
than 1 cm (on their short axis) highly suspicious of metastatic
disease.'®"

Computed tomography (CT) and magnetic resonance
imaging (MRI) are the standard imaging techniques for
assessing local and distant disease.'®'® Bone scans remain
the most widely used imaging technique for detecting and
monitoring osteoblastic lesions.’* On the other hand,

TABLE 1. Staging of Advanced Metastatic Urothelial Carcinoma in
Latin America

Staging in Advanced Metastatic Urothelial Cancer Agreement, %

Perform chest tomography with or without contrast 100
(preferred) for staging the disease.

If not performed in the initial evaluation, perform 100
tomography or magnetic resonance imaging of the
abdomen and pelvis with intravenous contrast.

Consider FDG-PET-CT in selected patients with muscle- 89
invasive bladder cancer, including those with low
glomerular filtration rate, allergy to contrast media, or
in whom imaging is inconclusive.

If upper tract lesions are suspected, perform 100
ureteroscopy and consider biopsy only when
additional information can modify treatment
decisions.

Perform brain MRI with and without intravenous contrast 89
only in symptomatic or selected high-risk patients
(eg, small cell histology).

Consider brain tomography with intravenous contrast 78
only when symptomatic patients cannot undergo MRl
(incompatible cardiac pacemaker, implant, or foreign
body).

Perform bone scans in symptomatic patients or patients 89
with elevated alkaline phosphatase.

Consider node biopsy if evidence of spread is limited to 89
regional nodes and biopsy is technically feasible.

Perform a complete blood count with differential, 100
electrolytes, kidney and liver function tests, and
alkaline phosphatase within 2 weeks before the start
of chemotherapy. Consider screening for hepatitis B
and HIV in patients starting systemic chemotherapy.

Abbreviations: FDG-PET-CT, fluorodeoxyglucose positron emission
tomography-computed tomography; MRI, magnetic resonance imaging.
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diagnostic ureteroscopy is helpful in cases of suspected
upper urinary tract involvement.*

Fluorodeoxyglucose positron emission tomography-
computed tomography (FDG-PET-CT) has proven to be
a good alternative to identify lung, liver, and bone me-
tastases. It has a sensitivity of 96% and a specificity of
88% for lung metastases and has been described as effective
as MRI and CT in detecting liver metastases.’ In identifying
bone metastases, the sensitivity and specificity reported are
94% and 76%, respectively.>® Along with a standard CT scan,
FDG-PET-CT provides a further improvement in the staging
of urothelial carcinoma.>*"* However, it does not perform
well in the evaluation of urinary tract lesions because of the
FDG being excreted in urine,* The higher cost of FDG-PET
may limit its access, so it is recommended only in selected
patients.”?

Regarding the feasibility of implementing these inter-
ventions, the experts recognize the limitations of access
to some studies, such as FDG-PET-CT in certain Latin
American countries, so the recommendations are subject
to the availability and affordability of these support
strategies in the different territories and health systems of
the region.

Assessment of Fitness for Chemotherapy, Risk
Stratification, and Biomarkers

Table 2.

Assessment of Suitability for Chemotherapy
With Cisplatin

Cisplatin constitutes a fundamental pillar in the chemo-
therapeutic treatment of patients with locally advanced and
metastatic urothelial carcinoma.?® However, the excretion
of cisplatin by the kidneys can cause tubulointerstitial
injury, the risk of which increases due to decreased blood
flow in the renal vasculature, usually because of dehy-
dration and hypotension.?” This cisplatin-induced neph-
rotoxicity is dose-dependent and produces reduced renal
clearance, hypomagnesemia, and hypokalemia.?” In addi-
tion, the use of cisplatin-based chemotherapy in patients
with urothelial cancer also has been limited by other tox-
icities, particularly in patients with comorbidities.?® The
overall proportion of patients ineligible for cisplatin-based
chemotherapy varies in different populations and can reach
more than 40%.28

Although experts report taking into account Galsky’s cri-
teria®® to determine the eligibility for cisplatin, they consider
that it must be evaluated individually. The essential attri-
butes to define chemotherapy fitness are functional status
and creatinine clearance. Experts also consider using split-dose
cisplatin feasible in patients with creatinine clearance between
50 and 60 mL/min.3°

ascopubs.org/journal/go | 3
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TABLE 2. Evaluation of Advanced Metastatic Urothelial Carcinoma in
Latin America

Suitability for Chemotherapy With Cisplatin Agreement, %

To assess the patient’s eligibility for cisplatin, the Galsky 100
criteria are generally considered, which include at least
one of the following: ECOG 2 or Karnofsky
performance status <60%-70%, creatinine clearance
<60 ml/min, NYHA class Ill heart failure, grade >2
hearing loss, and/or grade =2 peripheral neuropathy
(CTCAE v4).
*In patients with creatinine clearance of 50-60 ml/min,
consider using split-dose cisplatin regimens.

To assess the patient's eligibility for cisplatin, an estimated 100
GFR must be obtained. For patients with equivocal
GFR results, a 24-hour urine collection or glomerular
filtration scan may be considered to determine
eligibility for cisplatin treatment.

Risk assessment

Consider the Bajorin criteria (presence of Karnofsky 89
functional status <80% and/or visceral metastases to
lung, liver, or bone) as prognostic factors in the survival
of patients with urothelial cell carcinoma.

In patients receiving first- or second-line treatment, 100
consider the Bellmunt criteria (presence of liver
metastases, poor performance status [ECOG > 0], and
hemoglobin level <10 g/dL) as predictors of a worse
prognosis in terms of OS.

For the prognostic classification in patients undergoing 89
second-line treatment, in addition to the Bellmunt
criteria, the time since the last chemotherapy could be
considered. The time since the previous
chemotherapy that best discriminates patients with
the worst prognosis is 3 months when they received
chemotherapy for metastatic disease and 10 months
when the chemotherapy was perioperative.

In patients with advanced urothelial carcinoma 89
unresponsive to platinum chemotherapy, albumin
below the lower limit of normal is considered a poor
prognostic factor for OS in addition to time since
previous chemotherapy, hemoglobin, functional
status, and visceral metastases.

Molecular/genomic tests

Molecular/genomic testing should only be performed in 100
laboratories qualified to perform highly complex
molecular pathology tests.

FGFR alteration testing should be considered, depending 100
on the availability of the test and the patient's
condition. This will help plan future lines of therapy.

Molecular/genomic testing should be performed early, 100
ideally at the time of advanced bladder cancer
diagnosis, to facilitate treatment decisions and to
avoid delays in starting subsequent lines of therapy.

In addition to determining eligibility for specific therapies
in clinical practice, molecular/genomic testing can be
used to assess eligibility for clinical trials.

Genomic tests (on the basis of PCR or NGS) should be 100
used to detect FGFR 2/3 mutations and fusions.

Identifying PD-L1 expression helps select patients for 63
monotherapy with immune checkpoint inhibitors in
the context of advanced disease in patients not eligible
for chemotherapy and without previous treatment.

Abbreviations: CTCAE, Common Terminology Criteria for Adverse
Events; ECOG, Eastern Cooperative Oncology Group; FGFR, fibroblast
growth factor receptor; GFR, glomerular filtration rate; NGS,
next-generation sequencing; NYHA, New York Heart Association Heart
Failure Rating Scale; OS, overall survival; PCR, polymerase chain
reaction.
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Risk Assessment

Despite the introduction of cisplatin-based chemotherapy
regimens, the outcome of patients with advanced urothelial
carcinoma is widely variable according to the stage of the
disease, the conditions of the patients, and the therapies
administered. For this reason, it is necessary to implement
criteria and risk scales to identify those patients with a worse
prognosis to better stratify patient’s treatments and for
patient counseling and follow-up. The first prognostic
model for urothelial carcinoma was developed by Bajorin
et al* and included assessing the functional status and
visceral metastases as independent predictors of overall
survival (0S).3* The median survival times for patients with
zero, one, or two risk factors (Karnofsky functional
status <80% and/or presence of metastases in the lung, liver,
or bone) were 33, 13.4, and 9.3 months, respectively (P =
.0001).3' The Bellmunt score was developed in patients who
progressed after first-line platinum-based chemotherapy. It
was determined that visceral metastases, specifically liver
metastases, poor functional status, and anemia with hemo-
globin level <10 g/dL were associated with a worse prognosis.>
These two scores were developed in cohorts that received
cytotoxic chemotherapy (first and second line, respectively),
and although they have been used in recent clinical trials, there
are new models that include other prognostic parameters, such
as the albumin, 3435 and C-reactive protein levels,3® as well as
the time since the last chemotherapy.3” Risk assessment
criteria allow the stratification of patients in clinical trials and
provide prognostic information. The panel of experts rec-
ommends a closer follow-up in patients identified with a
worse prognosis.

Molecular/Genomic Tests

Complete genomic profiling studies using validated se-
quencing platforms on the basis of hybrid capture have
identified multiple potentially clinically relevant genetic
alterations in patients with advanced metastatic urothelial
carcinoma.?® These genetic alterations are potential pre-
dictors of the therapeutic response of target-specific drugs.
In a single-arm phase II clinical trial, erdafitinib was shown
to induce an objective tumor response in up to 40% of pa-
tients with locally advanced and unresectable urothelial
carcinoma with genetic alterations (mutations and fusions)
in the fibroblast growth factor receptor (FGFR).3°

Likewise, independent data monitoring committee analysis
of the phase III KEYNOTE-3614° and IMVIGOR-130%! clinical
trials found that patients whose tumors had low PD-L1
expression who were randomly assigned to the mono-
therapy arms (pembrolizumab and atezolizumab, respec-
tively) had reduced survival compared with patients
receiving cisplatin or carboplatin-based chemotherapy.
Therefore, the studies for pembrolizumab and atezolizu-
mab suspended the accrual of patients whose tumors had
low expression of PD-L1 in the monotherapy arms with
these molecules.*?
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In the Latin American context, there are limitations to access to
molecular and genomic tests; however, as stated in the rec-
ommendations, it is ideal to have these tests to support therapy
planning. The identification of PD-L1 is not routinely per-
formed in practice. However, if the patient is not eligible for
platinum-based chemotherapy, the determination of PD-L1
can be helpful in determining eligibility for immunotherapy. No
expert panel consensus was reached regarding the utility of
PD-L1 in the first-line treatment of patients with advanced
disease not eligible for chemotherapy with cisplatin. There is
insufficient clinical evidence or randomized phase III clinical
trials to make this therapeutic decision.

First-Line Systemic Therapy in Patients Eligible for
Cisplatin Chemotherapy

A meta-analysis*® that compared the efficacy on clinical
outcomes of cisplatin versus carboplatin-based chemotherapy
demonstrated a significantly greater likelihood of achieving an
objective response and, in particular, a complete response, with
cisplatin versus carboplatin-based therapy as first-line
treatment in carcinoma locally advanced and metastatic uro-
thelial. Cisplatin-based chemotherapy was associated with a
significantly higher probability of achieving a complete

TABLE 3. First-Line Systemic Therapy in Advanced Metastatic
Urothelial Carcinoma in Patients Eligible for Chemotherapy With
Cisplatin

First-Line Systemic Therapy in Patients Eligible for

Cisplatin Chemotherapy Agreement, %

The preferred regimen for treating patients eligible for 100
cisplatin chemotherapy is the combination of
gemcitabine and cisplatin.* The recommended duration
of treatment is four to six cycles with imaging evaluation
intervals every three or four cycles or according to
clinical criteria. In case of complete response, partial
response, or stable disease, continue maintenance
therapy with avelumab until disease progression or
unacceptable toxicity

Remarks:

*Standard dosage: cisplatin 70 mg/m? once on day 1, and
gemcitabine 1,250 mg/m? once on days 1 and 8 in
cycles of 21 days, or once on days 1, 8, and 15 in cycles
of 28 days

Avelumab maintenance therapy: standard dosage 800 mg
IV once on day 1 in 14-day cycles

An alternative regimen for treating patients eligible for 100
cisplatin chemotherapy is the combination of ddMVAC*
with growth factor support. The recommended duration
of treatment is four to six cycles of platinum-based
chemotherapy with imaging evaluation intervals every
four or six cycles or according to clinical criteria. In case
of complete response, partial response, or stable
disease, continue maintenance therapy with avelumab
until disease progression or unacceptable toxicity

Remarks:

*The standard dosage for ddMVAC is methotrexate
30 mg/m? once on day 1, cisplatin 70 mg/m? once on
day 2, vinblastine 3 mg/m? once on day 2, and
doxorubicin 30 mg/m? once on day 2 in cycles of 14
days (with granulocyte colony-stimulating factor)

|
Abbreviations: ddMVAC, methotrexate, vinblastine, doxorubicin, and
cisplatin; IV, intravenous route.
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response (relative risk [RR], 3.54 [95% CI, 1.48 to 8.49]; P =
.005) and an overall response (RR, 1.34 [95% CI, 1.04 to 1.71];
P = .02). These findings support current practice guidelines
that recommend cisplatin-based combination chemotherapy
as standard first-line treatment for cisplatin-eligible patients
with metastatic urothelial carcinoma (Table 3).

It has been shown that the number of chemotherapy cycles
and the sites of metastasis affect the survival of patients with
metastatic urothelial carcinoma; therefore, in highly selected
patients, a multimodal approach that includes metastasectomy
could contribute to long-term disease control, although there
is no evidence from controlled clinical trials regarding the
effectiveness of this intervention.*+

Experts recommend a treatment duration of four to six cycles
of platinum-based chemotherapy with imaging evaluation
intervals every three to four treatment cycles or earlier, in the
phase of induction chemotherapy, depending on clinical
criteria. Barriers to access to specialized care in some coun-
tries in Latin America may limit the frequency of clinical
imaging, so clinical criteria can be considered a tool to define
the benefit of treatment.

First-Line Systemic Therapy in Patients Ineligible for
Cisplatin Chemotherapy

Different therapeutic alternatives have been proposed for
patients not eligible for first-line therapy with cisplatin
(Table 4). The preferred regimen is a combination of gem-
citabine and carboplatin. The phase II/III clinical trial
comparing methotrexate/carboplatin/vinblastine (IM-CAVI)
and carboplatin/gemcitabine (GC) in cisplatin-unfit patients
reported an objective response rate (ORR) of 42% for GC
versus 30% for M-CAVI. Severe acute toxicity was lower in
the GC (13.6% v 23%). Limited benefit of combined therapy
was observed in patients with Eastern Cooperative Oncology
Group (ECOG) performance status 22 and impaired renal
function.*>

Other combinations, such as gemcitabine and paclitaxel,
have been studied as first- and second-line treatments.
Generally, this combination is well tolerated and produces
response rates between 38% and 60% in both lines.*547
Experts consider gemcitabine, alone or in combination
with paclitaxel, to be first-line treatment alternatives in
some patients, especially those who do not tolerate carbo-
platin and who are not candidates for immunotherapy.+6-4°

For patients showing stable disease or response throughout
first-line chemotherapy treatment with platinum, mainte-
nance treatment with avelumab is recommended. This
recommendation is based on the results of the phase III
randomized clinical trial JAVELIN Bladder 100, where it was
observed that the OS in patients treated with avelumab was
higher compared with the best supportive treatment (median
0S of 21.4 v 14.3 months; hazard ratio [HR], 0.69 [95% CI,
0.56 to 0.86]; P = .001).°° The OS benefit was observed in

ascopubs.org/journal/go | 5
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TABLE 4. First-Line Systemic Therapy in Advanced Metastatic
Urothelial Carcinoma in Patients Not Eligible for Chemotherapy With
Cisplatin

First-Line Systemic Therapy in Patients Ineligible for

Cisplatin Chemotherapy Agreement, %

The preferred regimen for treating patients ineligible for 100
cisplatin is the combination of gemcitabine and
carboplatin.* In case of complete response, partial
response, or stable disease, continue maintenance
therapy with avelumab until disease progression or
unacceptable toxicity.

Remarks:

*Standard dosage: carboplatin AUC5 day 1, and
gemcitabine 1,000 mg/m? once on days 1 and 8 in
cycles of 21 days or once on days 1, 8, and 15 in cycles
of 28 days

Avelumab maintenance therapy: standard dosage 800 mg
IV once on day 1 in 14-day cycles

Pembrolizumab alone is a first-line option for platin- 80
ineligible patients whose tumors express PD-L1.
Remarks:
*Standard dosage for pembrolizumab: 2 mg/kg to a
maximum of 200mg IV once per day in 21-day cycles or
fixed dose: 200 mg once every 3 weeks or 400 mg once
every 6 weeks

Pembrolizumab alone is an option in patients who are not 60
eligible for platinum chemotherapy regardless of PD-L1
expression, especially in patients without other
treatment options.

Remarks:

*Standard dosage for pembrolizumab: 2 mg/kg to a
maximum of 200mg IV once per day in 21-day cycles or
fixed dose: 200 mg once every 3 weeks or 400 mg once
every 6 week

Highly selected patients with oligometastatic disease who 100
do not have evidence of rapid progression may benefit
from metastasectomy or local ablative therapy after
response to systemic therapy.

Abbreviation: 1V, intravenous route.

all prespecified subgroups. Regarding safety, adverse
events >grade 3 related to the treatment were reported in
16.6% of the patients treated with avelumab versus 0% of
those treated with the best supportive treatment.

In recent years, the use of first-line immunotherapy has
been approved in some patients. The single-arm, phase II
KEYNOTE-052 trial evaluated pembrolizumab as a first-line
treatment in these patients and reported an ORR of 24%,
with 5% of patients achieving a complete response. Grade 3
or higher treatment-related adverse events occurred in
16% of patients treated with pembrolizumab at the time of
data cutoff.>* The long-term results were consistent with the
initial analysis, with an ORR of 28.6% and a median OS of 11.3
months.>> Additionally, the phase III KEYNOTE-361 trial*®
showed, after a median follow-up of 31.7 months, that the
addition of pembrolizumab to chemotherapy did not sig-
nificantly prolong the median progression-free survival
(PFS) or OS compared with chemotherapy alone (8.3 v
7.1 months for PFS; P = .0033; and 17.0 v 14.3 months for OS;
P = .0407). However, the phase II IMvigor210 multicenter
trial evaluated atezolizumab in patients ineligible for cis-
platin and reported an ORR of 23%, with 9% of patients

6 | © 2024 by American Society of Clinical Oncology

showing a complete response. The median OS was 15.9
months. Grade 3 or 4 treatment-related adverse events
occurred in 16% of patients.>3

In May 2018, the US Food and Drug Administration issued a
safety alert for the use of pembrolizumab and atezolizumab
in the first line, as data from clinical trials showed a decrease
in survival of patients receiving pembrolizumab or atezo-
lizumab as first-line monotherapy compared with those
receiving a therapy based on cisplatin or carboplatin, so the
indication of these two drugs was modified, restricting it to
patients who were not eligible for any platinum chemo-
therapy regardless of PD-L1, and those not eligible for
cisplatin whose tumors overexpress PD-L1.4> On November
2022, the manufacturer of atezolizumab withdrew the US
indication for locally advanced or metastatic urothelial
carcinoma in adults not eligible for cisplatin-containing
chemotherapy and whose tumors express PD-L1 or are not
eligible for any platinum-containing chemotherapy re-
gardless of PD-L1 status. This decision was related to the
results of OS in the IMvigor13o0 trial in the first-line treat-
ment of patients with previously untreated advanced bladder
cancer.

On the basis of the available evidence, the expert panel
concluded that pembrolizumab alone may be considered in
the first-line for platin-ineligible patients whose tumors
overexpress PD-L1. A consensus was not reached that
pembrolizumab in monotherapy is an option in patients
who are not eligible for platinum chemotherapy, regardless
of PD-L1 expression, because of the low response rate in
PD-L1-negative patients, and the availability of other cost-
effective therapeutic options for this subgroup of patients.

Regarding the use of pembrolizumab in resource-limited
settings, the cost of pembrolizumab therapy could be re-
duced by adopting the dose of 4 mg/kg once every 6 weeks. In
addition to the favorable cost implications, dosing adjustments
in these settings could decrease the number of patient visits to
outpatient centers and facilitate treatment adherence.>*

Additionally, it has been proposed that the surgical approach
with metastasectomy could benefit highly selected patients,
reaching up to 33% survival at 5 years after surgery with amean
time to recurrence after metastasectomy of 14.25 months and
0S from the moment of metastasectomy from 2 to 60
months.5>>¢ This suggests that resection of metastatic disease
is feasible and can contribute to long-term disease control,
always in combination with systemic therapy. However, it is
important to clarify that there are no randomized studies that
support this intervention.

Systemic Therapy in Disease Progression After
First-Line Therapy

Patients with disease progression after platinum-based
chemotherapy have a worse prognosis.’” Multiple thera-
peutic options have been developed to treat these patients.
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TABLE 5. Systemic Therapy in Disease Progression in Patients Treated
With Platinum-Based Chemotherapy

Statement Agreement, %

The inclusion in clinical trials of patients requiring second- 100
line and subsequent treatment is recommended since
information in this context is scarce.

Systemic therapy in disease progression after platinum
chemotherapy.

If progression-free survival was greater than 1 year after 100
treatment with a platinum-containing regimen,
platinum re-treatment might be considered.

Whether the disease progresses during or after 100
platinum-based chemotherapy in patients who have
not received a checkpoint inhibitor as maintenance
therapy or within 12 months of platinum-containing
adjuvant or neoadjuvant chemotherapy, regardless of
expression levels of PD-L1, the preferred regimen as
second-line therapy is pembrolizumab.

Remarks:

*Standard dosage for pembrolizumab: 2 mg/kg to a
maximum of 200 mg IV once per day in 21-day cycles or
fixed dose: 200 mg once every 3 weeks or 400 mg once
every 6 weeks

Pembrolizumab is NOT indicated for patients who have 100
progressed with avelumab maintenance therapy.

Whether the disease progresses during or after 100
platinum-based chemotherapy in patients who have
not received a checkpoint inhibitor as maintenance
therapy or within 12 months of platinum-containing
adjuvant or neoadjuvant chemotherapy, regardless of
expression levels of PD-L1, nivolumab and avelumab
are alternative regimens as second-line therapy.

Remarks:
*Standard dosage for nivolumab: 240 mg once every 2
weeks or 480 mg once every 4 weeks, for avelumab:

800 mg once every 2 weeks

Atezolizumab and durvalumab are not treatment 100
options for patients with metastatic urothelial
carcinoma in the postplatinum setting.

In the platinum-refractory setting, FGFR-targeted 100
therapy (erdafitinib) is a therapeutic option in patients
with alterations of the FGFR gene (FGFR2 or FGFR3
mutations, or FGFR3 fusions).
Remarks:
*Standard dosage for erdafitinib: 8 mg orally once daily
with a dose increase to 9 mg once daily if criteria are met

Other regimens that may be helpful in those who have 100
not previously used them include ifosfamide,
doxorubicin and gemcitabine, gemcitabine and
paclitaxel, gemcitabine and cisplatin, and G-CSF—
supported ddMVAC.

|
Abbreviations: ddMVAC, methotrexate, vinblastine, doxorubicin, and
cisplatin; FGFR, fibroblast growth factor receptor; G-CSF, granulocyte
colony-stimulating factor; 1V, intravenous route.

The choice of the second line of treatment depends on the
treatment offered in the first line (Table 5).

If PFS was greater than 1 year after treatment with a
platinum-containing regimen, platinum retreatment might
be considered. This recommendation is based on the results of
observational studies comparing subsequent platinum-based
versus non—platinum-based chemotherapy in patients who
had previously received platinum-based chemotherapy. OS

JCO Global Oncology

was higher in the platinum chemotherapy group (median 7.9 v
5.5 months). No difference was observed in PFS.58

If the disease progresses during or after platinum che-
motherapy in patients who have not received a checkpoint
inhibitor as maintenance therapy or within 12 months of
neoadjuvant or adjuvant chemotherapy containing platinum,
regardless of the expression levels of PD-L1, pembrolizumab
is recommended. This is supported by the results of a phase III
KEYNOTE-045 multicenter clinical trial that compared pem-
brolizumab against other chemotherapy options (paclitaxel,
docetaxel, or vinflunine) in patients with recurrent or pro-
gressing metastatic urothelial carcinoma after platinum-based
chemotherapy. This study found a median OS of 10.3 months
(95% CI, 8.0 to 11.8) in the pembrolizumab group compared
with 7.4 months (95% CI, 6.1 to 8.3) in the chemotherapy group
(HR for death, 0.73 [95% CI, 0.59 to 0.91]; P = .002). Fur-
thermore, there were fewer treatment-related adverse events
of any grade in the pembrolizumab group than in the che-
motherapy group (60.9% v 90.2%).5” The long-term results
confirmed these findings.”® Information regarding treatment
with pembrolizumab in patients with progression after initial
treatment with a checkpoint inhibitor is insufficient; therefore,
its use is not recommended.®°

Nivolumab and avelumab are alternative regimens in pa-
tients with progression after platinum-based chemotherapy.
In a phase II trial in these patients, a median OS of
8.74 months (95% CI, 6.05 to not reached) and an ORR of
19.6% (95% CI, 15.0 to 24.9) were reported after nivolumab
treatment regardless of the PD-L1 status of the tumor.®!
Grade 3 or 4 treatment-related adverse events were re-
ported in 18% of patients.®> However, a phase Ib study that
evaluated the use of avelumab in this population reported a
median PFS of 11.6 weeks (95% CI, 6.1 to 17.4 weeks), a
median OS of 13.7 months (95% CI, 8.5 to not estimable), and
a 12-month OS rate of 54.3% (95% CI, 37.9 to 68.1). Addi-
tionally, the most frequent treatment-related adverse
events were fatigue/asthenia (31.8%), infusion-related re-
action (20.5%), and nausea (11.4%). This indicates good
tolerance, durable responses, and prolonged survival in
patients with metastatic urothelial carcinoma after pro-
gression on platinum-based chemotherapy.©3

Atezolizumab and durvalumab are not indicated in this pop-
ulation because clinical trials have not shown a benefit from the
use of these therapies compared with chemotherapy.®4-5¢

However, erdafitinib has shown activity and an acceptable
safety profile in patients with progression after platinum
chemotherapy. In an open-label phase II trial (BLC-2001) in
patients with at least one FGFR3 mutation or FGFR 2/3 fusion
and a history of disease progression during or after at least
one cycle of chemotherapy or within 12 months after neo-
adjuvant chemotherapy or adjuvant therapy, there was an
objective response rate of 40% (95% CI, 30 to 49), a median
PFS of 5.5 months, and a median OS of 13.8 months. Grade 3

ascopubs.org/journal/go | 7
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TABLE 6. Systemic Therapy in Disease Progression in Patients Treated
With Checkpoint Inhibitors

Statement Agreement, %

Systemic therapy in disease progression after checkpoint
inhibitors or other non—platinum-based therapies.

In patients eligible for cisplatin, treated with first-line 100
checkpoint inhibitors, without previous
chemotherapy, and who have progressed, the
preferred regimens are gemcitabine and cisplatin, or
ddMVAC with growth factor support.

In patients ineligible for cisplatin, treated with first-line 100
checkpoint inhibitors, without previous
chemotherapy, and who have progressed, the
preferred regimen is gemcitabine/carboplatin.

In patients treated with first-line checkpoint inhibitors or 100
other treatments and who have progressed, FGFR-
targeted therapy (erdafitinib) is a therapeutic option in
patients with alterations of the FGFR gene (FGFR2 or
FGFR3 mutations, or FGFR3 fusions).

In patients who have progressed after platinum-based 100
chemotherapy and first-line, maintenance, or second-
line immunotherapy, the use of enfortumab vedotin is
indicated until disease progression or unacceptable
toxicity.
Remarks:
*Standard dosage for enfortumab vedotin: 1.25 mg/kg IV
once on days 1, 8 and 15 in 28-day cycles

In patients who have progressed after platinum-based 100
chemotherapy and first-line, maintenance, or second-
line immunotherapy, and other therapies, treatment
with taxanes (docetaxel or paclitaxel) may be
considered as a single agent or vinflunine.

Other regimens that may be useful in certain 100
circumstances after the other lines of treatment are
ifosfamide, doxorubicin, pemetrexed, and
sacituzumab govitecan.

Chemotherapy may be considered instead of the best 100
supportive treatment, if clinically appropriate.

Abbreviations: ddMVAC, methotrexate, vinblastine, doxorubicin, and
cisplatin; FGFR, fibroblast growth factor receptor; 1V, intravenous route.

or higher treatment-related adverse events were reported in
46% of patients.®”

Regarding the use of other regimens, a randomized phase
II clinical trial compared two regimens of gemcitabine and
paclitaxel with different frequencies of administration,
and it was observed that this combination is an effective
second-line regimen in patients with disease progression
after platinum-based chemotherapy. They showed good
tolerance to treatment and superiority of the 3-week
scheme. The latter achieved an overall objective response
of 44% (12 of 27), with eight complete remissions and four
partial remissions. In addition, the median time to progres-
sion was 11 (3-41) months.®® In clinical trials of single-agent
second-line chemotherapy for advanced urothelial carcinoma
in which agents such as docetaxel, gemcitabine, pemetrexed,
and vinflunine, among others, have been evaluated, survival
ranges from 5 to 13 months, with a response rate between 0%
and 29%.%9:7°

8 | © 2024 by American Society of Clinical Oncology

In those patients in whom a first-line checkpoint inhibitor
was administered and have disease progression, the preferred
second-line options include platinum-based chemotherapy
(in those patients who had not previously received it),
enfortumab vedotin, or erdafitinib. Other regimens may also
be appropriate in the second-line setting, such as taxanes,
vinflunine, and when all therapeutic lines are exhausted,
ifosfamide, doxorubicin, and pemetrexed, among others
(Table 6).

Recently, therapeutic regimens have been studied for pa-
tients ineligible for cisplatin, previously treated with
checkpoint inhibitors and presenting recurrence or pro-
gression, as well as for those treated with platinum and
immunotherapy or more lines of treatment. Enfortumab
vedotin, an antibody-drug conjugate targeting nectin-4, ina
single-arm phase II clinical trial showed results in patients not
eligible for cisplatin-treated with anti—PD-1 or anti—PD-L1,
with an objective response of 52% (95% CI, 41 to 62), 20%
of complete response and, 31% partial response.” The
median PFS was 5.8 months (95% CI, 5.03 to 8.28) and the
median OS was 14.7 months (95% CI, 10.51 to 18.20).
Grade =3 treatment-related adverse events were reported in
55% of patients, and 13% of patients discontinued treatment
due to adverse events.”

Some agents, such as paclitaxel or vinflunine, have shown
more modest objective response rates of 10% and 18%,
respectively, when used as single agents. However, modi-
fications of these molecules, such as paclitaxel bound to
albumin in nanoparticles, can increase their objective re-
sponse rate by up to 27.7%.7>

Another monoclonal antibody, sacituzumab govitecan, was
evaluated in a phase II clinical trial in patients who had
progressed after previous therapy with checkpoint inhibitors
and platinum-based chemotherapy with an overall response
rate of 27% (95% CI, 19.5 to 36.6) and a decrease in mea-
surable disease in 77% of the participants. The median PFS
was 5.4 months (95% CI, 3.5 to 7.2) and the median OS was
10.9 months (95% CI, 9.0 to 13.8). Six percent of the patients
in the study discontinued treatment as a result of treatment-
related adverse events.

A treatment algorithm is presented on Figure 1.
Future Treatment Perspectives

Recently, defective DNA damage response and repair have
been identified in a higher proportion of patients with
MIBC,7>7% and a strong association between DNA damage
response gene mutation and sensitivity to cisplatin-based
chemotherapy and to immunotherapy.’>7¢ These obser-
vations have led to the initiation of trials involving selected
patients to explore the effectiveness of poly(ADP-ribose)
polymerase (PARP) inhibitors. There are three phase II
trials investigating the efficacy of durvalumab
plus olaparib, rucaparib, and niraparib, respectively.
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Treatment-naive advanced or metastatic urothelial cancer

Cisplatin-elegible

Cisplatin-ineligible

PD-L1

Y

Preferred: gemcitabine-cisplatin
Alternative: ddMVAC

Gemcitabine-
carboplatin

unknown or PD-L1- negative

PD-L1-positive

Platin- Pembrolizumab

ineligible

Disease progression

—>

Y

Pembrolizumab
Nivolumab or avelumab
Erdafitinib
Chemotherapy?

No disease progression

Maintenance avelumab until
disease progression or
unacceptable toxicity

Disease progression

Enfortumab-vendotin
Erdafitinib
Chemotherapy?

|
v

v v

Disease progression

v v

Platinum-based chemotherapy
Erdafitinib
Enfortumab -vedotin

FIG 1. Treatment algorithm. 2Other regimens that may be helpful in those who have not previously used them include ifosfamide,
doxorubicin and gemcitabine, gemcitabine and paclitaxel, gemcitabine and cisplatin, and G-CSF—supported ddMVAC. In patients who
have progressed after platinum-based chemotherapy and first-line, maintenance, or second-line immunotherapy, and other therapies,
treatment with taxanes (docetaxel or paclitaxel) may be considered as a single agent or vinflunine. Other regimens that may be useful in
certain circumstances after the other lines of treatment are ifosfamide, doxorubicin, pemetrexed, and sacituzumab govitecan. ddMVAC,
methotrexate, vinblastine, doxorubicin, and cisplatin. Modified from Powles et al.®

Preliminary results have shown an increased PFS and OS
with PARP inhibitors in homologous recombination repair
mutation patients. Further studies are necessary to con-
firm these observations.””

Other new therapies being explored for use in bladder cancer
are drugs targeting the androgen receptor (AR), which
through different pathways has been linked to the pro-
gression and response of this type of cancer. Preclinical
studies have shown that AR inhibition in monotherapy can
successfully inhibit the growth of urothelial carcinoma and it
has a synergistic effect with cisplatin-based chemotherapy.

JCO Global Oncology

Currently available clinical data include a phase I/Ib study in
which the safety and efficacy of enzalutamide (80 and
160 mg once daily) in combination with cisplatin and
gemcitabine (six standard dose cycles) was investigated in 10
patients with metastatic urothelial cancer (ClinicalTrials.gov
identifier: NCT02300610). The results showed complete
response in one patient with strong positive AR expression,
partial response in four patients, and stable disease in
two patients. No dose-limiting toxicities were observed.
The results of the combination are promising and should
be corroborated in future investigations in urothelial
cancer.”®79
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RECOMMENDATION

In conclusion, the results of this consensus in the evaluation
and systemic treatment of patients with advanced metastatic
urothelial carcinoma reflect a need for the management of
the disease in Latin American countries and aim to facilitate
the incorporation of the best and most recent evidence
available to populations with different characteristics,
with barriers and limited resources for health care. The
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FIG A1. PRISMA 2020 flow diagram for systematic review. 2Scientific societies, compilers, and de-
velopers of CPG. CPG, clinical practice guidelines; PRISMA, Preferred Reporting Items for Systematic
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