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Background and
Rationale

The treatment landscape for advanced or metastatic urothelial carcinoma (mUC)
has experienced a paradigm shift. The landmark EV-302/KEYNOTE-A39 Phase
IIT trial showed that the combination of Enfortumab Vedotin (EV), a nectin-4-
targeting antibody-drug conjugate, and Pembrolizumab, an anti-PD-1 immune
checkpoint inhibitor, significantly extended overall survival (OS) and
progression-free survival (PFS) compared to chemotherapy.-Urothelial
carcinoma (UC) is primarily a disease of ageing, with a median age at diagnosis
of 73 years. Despite this, patients aged >75 years are frequently
underrepresented in registrational phase III trials. In the landmark KEYNOTE-
A39 / EV-302 trial, which established Pembrolizumab + Enfortumab Vedotin
(EV) as the first-line standard of care, the median age was 69, leaving a data gap
regarding the "real-world" elderly population, The clinical challenge in patients
aged>75 years is the overlapping toxicity profile of the combination and the age-
related decline in physiological reserve.

The toxicity profile of EV (rash, peripheral neuropathy, and hyperglycemia) and
Pembrolizumab (immune-related adverse events) may be more severe in the
elderly. Age-related changes in hepatic blood flow and volume may affect the
metabolism of MMAE (the cytotoxic payload of EV). Elderly patients may be
more susceptible to peripheral neuropathy (falls risk) and skin toxicities (risk of
infection). Pre-existing age-related sensory loss may accelerate the onset of EV-
induced neuropathy, directly impacting mobility and fall risk. Age-related
insulin resistance may increase the frequency of life-threatening hyperglycemic
crises®. Senile skin changes may exacerbate the dermatological toxicities
associated with nectin-4 targeting

The primary aim of this study is to assess the effectiveness and safety profile of
first-line EV+P in patients aged 75 and older in a real-world setting.
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Study Objectives Primary Objective:

o Safety Profile: incidence of Grade 3-4 toxicities (focusing on
skin reactions, hyperglycemia, and neuropathy, renal and ocular
toxicities)

o  Opverall Survival (OS) from first dose to death from any cause
and Progression-Free Survival (PFS) defined as the time from
the first dose of Pembrolizumab + EV to the date of first
documented radiological progression (RECIST 1.1) or death
from any cause in patients aged > 75 years.

Secondary Objectives:

o Objective Response Rate (ORR) and Disease Control Rate
(DCR).

o Treatment Patterns: rate of dose reductions, treatment delays,
and early discontinuations and Relative Dose Intensity (RDI).

o Geriatric Assessment: impact of baseline frailty (G8 scores) on
clinical outcomes.

Study Design e Type: prospective, multicenter study evaluating the safety and efficacy
of Enfortumab Vedotin (EV) in combination with Pembrolizumab in
elderly patients (age 75 years or older) with la/mUC.

e Setting: Community and academic oncology centres.
e Follow-up: Minimum of 24 months for survivors.
Study Assessment Mini-CGA" to be performed at baseline (Cycle 1, Day 1 and every 3 cycles,

approximately every 9 weeks).

e G8 Screening Tool: A quick 8-item questionnaire. A score < 14
indicates the need for a full geriatric assessment 3.

e Comorbidity Index: The Adjusted Charlson Comorbidity Index
(ACCI) to quantify the burden of disease.

e The Cancer and Ageing Research Group (CARG) score to predict
severe toxicity

e Timed Up and Go (TUG) Assessment

e Activities of Daily Living (ADL/IADL): To assess if the patient can
live independently, which heavily correlates with the ability to tolerate
EV-related neuropathy.

At the conclusion of the baseline assessment, the patient is classified into one of
three cohorts :
e Fit: G8 >14, independent in ADL/IADL, CCI 0-7.
e Vulnerable: G8<14 or minor deficits in IADL (instrumental activities)
while maintaining basic ADL or CCI 8-11.
e Frail: Significant ADL deficits, CCI >12 or a TUG test >20 seconds.

Integrated decision algorithm
1. Patient Identification: "middle-old” (75-84 years) and oldest old >85
years with la/mUC.
2. Stratification:
o Fit: Initiate EV at 1.25 mg/kg + Pembrolizumab.
e Vulnerable: Initiate EV+ Pembrolizumab. Monitor for early
signs of peripheral neuropathy.
e Frail: Multidisciplinary discussion. If systemic therapy is
pursued, Pembrolizumab if PDL1+, alternatively BSC.
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Patient Eligibility

Inclusion Criteria

e Age >75 years at the start of treatment.

e Histologically confirmed Urothelial Carcinoma (including variants like
micropapillary or squamous differentiation, often seen in older patients).

e Must have received at least one full dose of the combination
(Pembrolizumab + EV)

e ECOG PS 0-2 (include PS 3 if the investigator attributes the decline
specifically to the cancer and not just frailty).

e ¢GFR >30mL/m or provided the investigator deemed the patient fit for
EV.

e Stable controlled diabetes (HbAlc < 8.5%) and controlled pre-existing
sensory neuropathy (Grade < 2).

Exclusion Criteria

e Prior systemic therapy for metastatic disease (except for
adjuvant/neoadjuvant platinum-based therapy completed > 12 months
prior).

e Any condition requiring systemic steroids > 10 mg/day of prednisone
equivalent (due to Pembrolizumab interference).

e Pre-existing Grade >3 peripheral neuropathy.

e Baseline HbAlc > 8.5 % or a history of recent diabetic ketoacidosis
(DKA), as EV can trigger life-threatening hyperglycemic crises in the
elderly.

e Severe dementia that precludes the ability to report toxicities (e.g., pain,
numbness, or rash) or provide informed consent, unless a legal
representative is available.

e Lack of documented follow-up or medical records.

Study Duration

2 years

Statistical Analysis

Sample Size Calculation

The sample size is determined to test the null hypothesis that the ORR is < py
against the alternative hypothesis that the ORR is > p;. Each CGA cohort is
powered independently to ensure clinical relevance across different frailty
profiles.

FIT Cohort: To detect an increase in ORR from 45% (po) to 65% (p;), with a
one-sided alpha=0.05 and 80% power, a total of 33 evaluable patients are
required. The null hypothesis will be rejected if p; 20 responses are observed.
VULNERABLE Cohort: To detect an increase in ORR from 35% (po) to 55%
(p1), with a one-sided alpha=0.05 and 80% power, a total of 42 evaluable patients
are required. The null hypothesis will be rejected if < 20 responses are observed.
FRAIL Cohort (Descriptive): Because the integrated decision algorithm
appropriately channels baseline Frail patients away from the Pembrolizumab +
EV combination to prioritise safety, this cohort is not formally powered for an
ORR hypothesis. Instead, it will serve as a prospective descriptive registry
(Target: N=25) to document the safety, treatment patterns, and survival
outcomes of alternative approaches (Pembrolizumab monotherapy or Best
Supportive Care) in this ultra-vulnerable population.

Total Target Accrual: Accounting for a 15% non-evaluability/drop-out rate,
the total target accrual for the study is 89 patients for the powered combination
arms (Fit: 39, Vulnerable: 50) plus an exploratory enrollment target of 25
patients

Good Clinical Practice
Standards

The Principal Investigator (PI) assures that this observational study will be
conducted according to the procedures and methods outlined in this protocol, in
compliance with patient privacy and rights as established in the Declaration of
Helsinki (1964), the Guidelines for Good Clinical Practice (GCP)
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(CPM/ICH135/95-DM 15/7/97), and in adherence to Legislative Decrete No.
200 of November 6, 2007 (Implementation of Directive 2005/2/CE Article 3),
and the GDPR (General Data Protection Regulation) EU Regulation No.
2016/679.

Economic Aspects

This study is a non-profit observational study.
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