PSMA-positive M1a prostate adenocarcinoma — Meet-URO 7/25 study

Background

M1a prostate cancer is characterized by the presence of non-regional lymph nodes located above
the bifurcation of the common iliac arteries, without evidence of other distant metastases.

According to recent data, the prevalence of M1la metastases is higher than previously believed. A
systematic review published in 2023 by the EAU Young Academic Urologists Prostate Cancer
Working Party found that 1-16% of high-risk prostate cancer patients undergoing PSMA-PET
imaging show evidence of M1la disease, accounting for 42% of all detected metastases in these
patients. Additional data from the proPSMA study further highlighted the increased sensitivity of
PSMA-PET/CT, detecting M1a disease more than twice as often compared to traditional imaging.
Given the superior diagnostic performance of PSMA-PET/CT for identifying M1a disease, it is now
widely regarded as the optimal imaging modality for staging newly diagnosed M1la patients, as
confirmed by a survey of Dutch experts.

However, a key limitation in the current literature on systemic therapy for metastatic hormone-
sensitive prostate cancer is the underrepresentation of M1a patients, since most pivotal phase 3
trials have included either no or only a limited number of M1a patients.

It has been demonstrated that survival outcomes for patients with M1a disease are better compared
to those with bone or visceral metastases, however the limited number of M1a cases highlights the
need for further investigation, also, it remains unclear whether treatment deintensification in this
specific category of patients could provide a benefit.

The main aim of this study is to describe clinical outcomes in patients with PSMA-positive M1a
hormone-sensitive prostate cancer disease, according to the treatment received.

Methods

Non-interventional, multicenter, retrospective, observational study aiming at evaluating clinical
outcomes (progression-free survival, overall survival, treatment response) of patients with PSMA-
positive M1a prostate adenocarcinoma.

Core eligibility criteria

e Histologically confirmed diagnosis of prostate adenocarcinoma
e Low-volume disease according to CHAARTED criteria
e Positive PSMA PET imaging at diagnosis of metastatic disease

Study endpoints
The following endpoints will be assessed:

e Real world progression free survival (rwPFS) on first-line therapy for hormone-sensitive
disease, according to disease burden (M1la vs. non-M1a)



e rwPFS on first-line therapy in patients with M1a mHSPC, according to the treatment
received (LHRHa vs. LHRHa + ARPI),

e Overall survival (OS) on first-line therapy for hormone-sensitive disease, according to
disease burden (M1a vs. non-M1a)

e OSin patients with M1a mHSPC, according to the treatment received (LHRHa vs. LHRHa +
ARPI).

Statistical analysis

The results will be based on descriptive statistics. Proportions were calculated for categorical data,
whereas median and interquartile range (IQR) were calculated for continuous data. Differences in
distribution was calculated through a Students' T-Test, x2 test and Fisher’s exact test as appropriate.
PFS and OS will be assessed using Kaplan—Meier method and compared between molecular/clinical
characteristics by log-rank test. All results statistically significant will be included at multivariate
analysis in order to confirm their significance. Multivariable Cox regression analysis will be
conducted to investigate the association between PFS and molecular/clinical characteristics.
Calculated p values were 2-sided; significance was set at alpha level < 0.05. Data will be analysed
and processed using R (version 4.1.0) and Stata (version 15.0).

Informed consent

Patients who are alive at the time of study conduction, will be asked to sign the informed consent
for the treatment of personal data for research purposes during the first clinical visit. For patients
who are not alive at the moment of study initiation and data collection, we will be unable to ask for
an informed consent on the use of personal data and we required a waiver of consent. In this case,
our study will adhere to the rules for the protection of personal data (in Italy: Autorizzazione
Generale al trattamentodeidatipersonalieffettuata per scopi di ricercascientifica — 1 marzo 2012 e
pubblicata in Gazzetta Ufficiale n. 72 del 26 marzo 2012 and modifications-updates), and the EU
GDPR in Europe, and in any case according to national, institutional and local regulations. The
protocol will be submitted to the institutional IRB for internal approval, whether requested, and the
IEO IRBs will serve as coordinating centre



