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Urothelial carcinoma of the bladder represents one of the most 

common genitourinary malignancies worldwide. In patients with 

muscle-invasive or locally advanced operable disease, the current 

standard therapeutic strategy consists of platinum based 

neoadjuvant chemotherapy followed by radical cystectomy, which 

provides a survival advantage in terms of both overall survival (OS) 

and disease free survival (DFS) compared with surgery alone. 

 

Despite these advances, a significant proportion of patients 

experience relapse or disease progression after standard treatment, 

highlighting the need to optimize the perioperative therapeutic 

approach. The introduction of immunotherapy with immune 

checkpoint inhibitors (ICIs) has revolutionized the management of 

advanced urothelial carcinoma, demonstrating a significant clinical 

benefit in both metastatic and adjuvant settings. 

 

Recently, the phase III NIAGARA trial evaluated the use of 

Durvalumab, an anti–PD-L1 monoclonal antibody, in combination 

with neoadjuvant chemotherapy and as adjuvant therapy in patients 

with operable muscle-invasive urothelial carcinoma. Preliminary 

results showed a significant improvement in event-free survival and 

overall survival compared with chemotherapy alone, supporting the 

integration of immunotherapy into the perioperative management of 

this patient population. 

 

However, in real-world clinical practice, several questions remain 

open regarding the perioperative management of Durvalumab, its 

tolerability in unselected patients, the optimal therapeutic sequence, 

and predictive factors of response in “real-world evidence” 

contexts. 

ENDPOINTS The DELTA study aims to describe the experience of several Italian 

centers in the perioperative use of Durvalumab. 

This study is designed to collect prospective, real-world data on the 

perioperative administration of Durvalumab in combination with 

neoadjuvant chemotherapy in patients with operable urothelial 

carcinoma, in order to assess the translation of clinical trial results 

into everyday practice. 

Through a multicenter prospective observational design, the study 

aims to: 



 

 

 

Describe the clinical and pathological characteristics of patients 

eligible for perioperative Durvalumab; 

Evaluate the safety and tolerability of the treatment in real-world 

settings; 

Analyze oncologic outcomes (pathologic response, disease-free 

survival, overall survival); 

Identify potential clinical and biological predictors of benefit or 

toxicity. 

The collection of real-world observational data will help bridge the 

gap between experimental evidence and clinical practice, providing 

valuable insights for optimizing perioperative therapeutic strategies 

and identifying patient subgroups most likely to benefit from the 

integration of Durvalumab into the curative approach for operable 

urothelial carcinoma. 

 

Primary Endpoints 

Pathologic complete response rate (pCR) (ypT0N0) at the time of 

radical cystectomy. 

Safety during both the preoperative combination phase and the 

adjuvant immunotherapy phase. 

 

Secondary Endpoints 

Event-Free Survival (EFS) 

Overall Survival (OS) 

Disease-Free Survival (DFS) 

Incidence and grade of immune-related adverse events 

Completion rate of chemotherapy and immunotherapy 

Correlation between PD-L1 expression, spatial immune-

architectural profile, and pathologic response 

Identification of transcriptomic and topographic signatures 

predictive of response to perioperative Durvalumab 

 

STUDY DESIGN Multicenter prospective observational study 

STUDY POPULATION Outpatients or inpatients with operable urothelial carcinoma 

receiving Durvalumab as part of a Compassionate Use Program. 

 

Inclusion Criteria 

 

Patients must meet all of the following criteria: 

• Age ≥ 18 years. 

• Histologically confirmed diagnosis of muscle-invasive or 

locally advanced operable urothelial carcinoma (clinical 

stage ≥T2 and M0). 

• Perioperative treatment with Durvalumab (in combination 

with neoadjuvant chemotherapy or as adjuvant 

monotherapy). 

• Radical surgery (cystectomy or nephroureterectomy) 

planned or already performed. 

• Availability of clinical and radiological data related to the 

neoadjuvant and/or adjuvant phase. 



 

 

• ECOG performance status 0–2. 

• Written informed consent for data collection and, when 

applicable, for biological sample collection. 

 

Exclusion Criteria 

 

• Patients not eligible for curative surgery. 

• Concomitant alternative or experimental immunotherapy 

treatments. 

• Metastatic disease at baseline. 

• History of active uncontrolled autoimmune disease or 

chronic systemic immunosuppression. 

• Known contraindications to Durvalumab (e.g., prior severe 

reactions or hypersensitivity to the active substance). 

• Pregnancy or breastfeeding. 

 

DRUGS INVOLVED IN THE 

STUDY 

Neoadjuvant Combination Therapy: 

Durvalumab administered concurrently with chemotherapy for a 

total of 4 cycles, followed by radical cystectomy or 

nephroureterectomy. 

 

Adjuvant Therapy: 

Durvalumab continued as monotherapy for up to 12 months in total, 

according to clinical judgment and patient tolerability. 

 

Durvalumab: 

Administered according to the dosage and schedule defined in 

current clinical practice and/or the approved Summary of Product 

Characteristics (SmPC). 

 

Associated Neoadjuvant Chemotherapy: 

Standard platinum-based regimens with Cisplatin and Gemcitabine. 

STUDY TIMELINE 24 months 

TREATMENT RESPONSE 

ASSESSMENT 

1)Treatment response will be assessed according to RECIST v1.1  

2) Pathological Response to Neoadjuvant Therapy 

The response to neoadjuvant therapy will be assessed through 

histopathological examination of the surgical specimen obtained at 

the time of cystectomy and defined as follows: 

• Pathological Complete Response (pCR): absence of 

residual urothelial carcinoma in the bladder (ypT0) and no 

lymph node involvement (ypN0), according to post-

treatment pathological staging (ypTN) as reported by the 

pathologist. 

• Pathological Partial Response (pPR): significant reduction 

of disease, for example pathological stage < ypT2N0 (i.e., 

less than residual muscle-invasive disease with negative 

lymph nodes), according to established definitions. 

• No Pathological Response: persistence of disease with 



 

 

stage ≥ ypT2 or positive lymph node involvement (ypN+), 

based on pathological evaluation. 

 

SAMPLE SIZE DETERMINATION 

AND STATISTICAL ANALYSIS 

METHODS 

This is a descriptive study and therefore no formal sample size 

calculation is planned. It is estimated that approximately 150–200 

patients treated with perioperative Durvalumab will be enrolled 

across Italian centers over a 24-month period. 

All enrolled patients will be included in the statistical analysis. 

Descriptive statistics will be performed for clinical parameters 

related to urothelial carcinoma. Survival curves will be estimated 

using the Kaplan–Meier method and compared in univariate 

analysis using the log-rank test. 

Parameters showing statistical significance in the log-rank test will 

be considered independent variables and included in a multivariate 

Cox proportional hazards regression model to estimate the hazard 

ratio (HR) and 95% confidence interval (95% CI). 

A p-value < 0.05 will be considered statistically significant. Data 

analyses will be performed using STATA software, version 2018. 

 
 
 
 
 
 

 


