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Rationale and Aim After decades of therapeutic stagnation in the field of urothelial carcinoma
(UC), the introduction of new agents targeting the PD-1 and PD-L1 axis has
revolutionized the way we currently manage locally advanced or metastatic
UC. The therapeutic area has evolved rapidly following the 2016 approval
of atezolizumab from the IMvigor210 trial. Five PD-1 and PD-L1 inhibitors
are now approved by the U.S. Food and Drug Administration (FDA) for
treating patients with advanced UC following platinum-based
chemotherapy.1-5
Based on their documented activity in UC, coupled with the optimal toxicity
profile, immune checkpoint inhibitors yield the best features for use in
earlier disease stages (e.g., muscle-invasive bladder cancer [MIBC] in
nonmetastatic UC). By recapitulating the therapeutic model proposed for
early-stage non-small cell lung cancer,7 integrating short courses of
immunotherapy before radical cystectomy in MIBC is poised to make a
significant impact in MIBC management.
In fact, although the recommended standard of care for MIBC in patients
who are eligible to receive cisplatin is neoadjuvant chemotherapy followed
by radical cystectomy, the real-world adherence to this standard therapy is
poor, with less than 25% of patients ultimately accessing multimodality
treatment.8 Additionally, about 50% of the total amount of patients with UC
are considered ineligible to receive cisplatin based on their renal function,
performance status, and comorbidities, and a subset of patients refuse to
receive any chemotherapy.9 Although neoadjuvant chemotherapy is active,
residual high-risk disease (i.e., pT2 or higher) is still present in more than
50% of patients and represents a poor prognostic factor.10 For the patients
who cannot receive cisplatin, there is no standard neoadjuvant therapy.
The PURE-01 study was designed to obtain biomarker results and assess
the efficacy of single-agent pembrolizumab in patients with MIBC,
regardless of cisplatin eligibility.11 In this study, patients with T2-4N0M0
MIBC received three courses of 200 mg pembrolizumab every 3 weeks,
preceding radical cystectomy. Pembrolizumab exhibited a 42% pT0 among
50 treated patients and was safely administered. Immune-related adverse
events have been reported, but they did not delay the planned surgery, and
postsurgical complications were similar to those reported in the most recent
literature related to either open or robot-assisted procedures. In particular,
no difference in terms of intra-, peri- and postoperative complications was
recorded compared with patients from the same center undergoing radical
cystectomy and not receiving pembrolizumab. Similarly, intraoperative
performance (e.g., number of removed lymph nodes, soft tissue surgical
margins, and operative time) was not compromised by neoadjuvant
immunotherapy. Notably, PD-L1 expression (defined as combined positive
score ? 10% with the 22C3 antibody) and high tumor mutational burden
(TMB; assessed with the FoundationOne assay) predicted for enriched
pathologic responses.The survival findings from the PURE-01 study were
presented and confirmed the favorable prognostic role of the pT0 response
on both Event-Free Survival (EFS) and Overall Survival (OS) after
neoadjuvant pembrolizumab.



Experimental Design Phase 2, single-center, open-label, non-randomized, single-arm study in
patients with MIBC



Results, Conclusions and Future
Perspectives

The initial proposed project for the fellowship would use the experimental
drug cetrelimab in patients with muscle-invasive bladder cancer ineligible
for cisplatin. As this study was not approved by the ethics committee, the
project was modified to include other two clinical trials in the same disease
and scenario (perioperative treatment of MIBC).

NURE-Combo is an academic, open-label, single-arm, phase 2 study of
neoadjuvant immunotherapy (anti-PD1, nivolumab) combined with
nab-paclitaxel before radical cystectomy for patients with MIBC. To this
date, 31 patients were enrolled in the trial. Initial results are expected to be
presented in 2024, after the end of the first stage and with the results from
cystectomy pathology. 

A second academic study ongoing at IRCCSS is the SURE-01, a
neoadjuvant phase 2, open-label, non-randomized study evaluating
sacituzumab govitecan, in patients with urothelial carcinoma of
the bladder who cannot receive or refuse cisplatin-based chemotherapy.
This drug has very promising activity in bladder cancer and is an
antibody-drug conjugate (ADC) composed of a humanized anti-Trop- 2
antibody, SN-38 (a topoisomerase inhibitor), and a hydrolysable linker for
SN-38 release. To this date, 14 patients were enrolled.

Objectives included in the the prolongation request:

-      First analysis of SURE-01 trial, with pathological outcomes and safety
analysis, expected January/2023: Not met. The trial was temporarily
interrupted due to unexpected toxicity, which caused delay. 

-        Abstract submission for ASCO conference, February/2023:    Not
met. The trial was temporarily interrupted due to unexpected toxicity, which
caused delay.

-        Immunophenotyping initial analysis of SURE and NURE combo: Not
met. Analysis will be performed only after the end of the recruitment. 

-        Second analysis of SURE-01 trial, with survival outcomes analysis,
expected June/2023: Not met. The trial was temporarily interrupted due to
unexpected toxicity, which caused delay.

-        Abstract submission for ESMO conference: Not met. The trial was
temporarily interrupted due to unexpected toxicity, which caused delay.

-        Preparation of manuscript with initial results, expected July/2023: Not
met. The trial was temporarily interrupted due to unexpected toxicity, which
caused delay. I will continue working with the host institute and I will
contribute with the manuscript preparation.



-        Submission of the protocol prepared during the 2022 AACR/ASCO
workshop (A phase 2 trial of consolidation radiotherapy in patients with
metastatic hormone sensitive prostate cancer) for approval at our institution
and start of enrolment, expected November/2022: Not met. After internal
discussion, we decided not to continue with this protocol, due to logistic
and funding issues.

Unfortunately, some of the objectives included in the prolongation request
were not met. The number of enrolled patients in the academic trials was
lower than expected, which cause important delays. However, during the
fellowship I was directly involved with several genitourinary sponsored and
academic trials, which brought me extensive experience with clinical
research. Moreover, I contributed and submitted several manuscripts and
conference abstracts, including publications in high impact factor journals
(European Urology Oncology). Finally, I will continue working with the host
institute after the end of my fellowship and I will be part of the future
publications.
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System (VIRADS) to predict the pathological response in muscle-invasive
urothelial bladder cancer (MIBC): An analysis of the PURE-01 cohort.
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Epub ahead of print. PMID: 37330413.



Selection of Courses and Workshops
Attended During the Fellowship

Methods in Clinical Cancer Research Workshop 2022
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Personal Statement (not mandatory) The fellowship was a very enriching experience, with important
development, both personally and professionally. I am very grateful for this
opportunity.
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