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Summary

Rationale: There has been a significant expansion in the number of approved medical and
surgicalinterventions with symptomatic BPH. Thereis anincreasing research interestin mon-
itoring clinical outcomes including improvements in urinary function, impact on sexual func-
tion, postoperative morbidity as well as retreatment. A registry such as whatis proposed pro-
videsreal time data accounting for relevant baseline demographic characteristics in this pop-
ulation of men. The Société Internationale d"Urologie (SIU) is an academic organization that
is uniquely positioned to initiate such a registry because of its global outreach including
countries where data are lacking.

Primary Objective: To assess peri-operative and functional outcomes of various medical and
surgical interventions for symptomatic BPH in a global population.

Secondary Objective: To assess demographic characteristics of patients undergoing medical
or surgical therapy for BPH at a global level.

Study design: A multicentre observational cohort study.

Study population: Male patients, 218 years of age, presenting at their physician’s office with
LUTS/BPH, who undergo medical/surgical treatment.

Intervention: All patients receive standard care for their symptoms according to their physi-
cian’s practice.

Main study parameters/endpoints: There is no endpoint for follow-up. After 1 year of data
collection, the registry will undergo an independent audit to verify data quality and consis-
tency. After 3 years, the results thus far will be submitted to appropriate journals for publica-
tion.

Nature and extent of the burden and risks associated with participation, benefit, and group
relatedness: The registry is an addition to the standard treatment and does not affect the
treatment. Therefore, no negative outcomes or risks are expected.
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2. Background and Rationale

Due to an ageing population, cases of benign prostatic hyperplasia (BPH) have been on a steady
rise. Studies show that by age 80, 90% of men experience BPH.[1] Thus, treatment of BPH is
one of the most performed surgical procedures in urology. Over the past few decades there has
been an increasing development of newer surgical treatment options. Additionally, the out-
come parameters for BPH treatments have been standardized. The purpose of this study is to
create an ongoing prospective and retrospective registry to record demographic data and clin-
ical outcomes after medical therapy or different surgical interventions for BPH. The specific
aims of the registry are to analyze demographic patterns and baseline characteristics of men
undergoing surgical and medical treatments for BPH, to assess global practice patterns for
various surgical and medical treatments of BPH, and to assess key outcomes for uni- and mul-
ti-modal treatments of BPH.

This ongoing global registry will provide important baseline data, functional outcomes, and
complications following medical and/or surgical intervention for men with symptomatic BPH.
The intention of the registry is to provide real world usage data that may be used for future
investigations. It will allow providers to identify areas of interest, areas of unusually low usage
or areas of unusual preference on a global scale. It will also shed light on global preferences
for unimodal or multimodal approaches to BPH treatments.

3. Study Objectives

The purpose of this study is to develop a global, multi-centre BPH registry tracking baseline
data with follow-up of at least 3 years, and thereby assess:

¢+ demographic patterns, comorbidities, exacerbation, severity, and intervention selection
for patients undergoing surgical treatments for BPH

¢ practice patterns (region-specific) for various surgical treatments for BPH

¢+ key outcomes (efficacy and safety) for surgical treatments of BPH

The ongoing global registry will provide important data on baseline characteristics, functional
outcomes and complications following medical and/or surgical intervention for men with
symptomatic BPH. It aims to facilitate the identification of areas of interest for underrepre-
sented regions and guide the implementation of regionally specific and relevant randomized
controlled trials (RCTs).
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3.1. Primary Outcome Measures

Comparing mean score of the following measures at baseline through follow-up:

Efficacy measures
+ IPSS
* QoL

Safety measures
* PVR

¢+ Complications

3.2. Secondary Outcome Measures

Efficacy measures
* Prostate volume (cc)

* Qmax

Sexual function measures
+ SHIM
* MSHQ-E;D

4. Study Design

This is a prospective and retrospective longitudinal ongoing registry. The study will include medi-
cal records of all men >18 years old who have a primary diagnosis of BPH with lower urinary tract
symptoms (LUTS) that are prescribed BPH medications, or a surgical intervention. Data extraction
includes baseline, peri-operative, and follow-up data. Baseline data include validated patient re-
ported outcome tools, including International Prostate Symptom Score (IPSS), Sexual Health In-
ventory for Men (SHIM), Male Sexual Health Questionnaire - Ejaculatory Dysfunction (MSHQ-
EjD), as well as quality of life (QoL), maximum flow rate (Qmax), post-void residual (PVR), pros-
tate specific antigen (PSA), and testosterone. Complications such as bleeding, urinary tract infec-
tion (UTI), incontinence, stricture, retrograde ejaculation, and erectile dysfunction (ED) are also
tracked from baseline through follow-up.

The registry has been developed using novel database technology, providing an easy-to-use
user interface that enables future creation of patient portals and EMR integration.

The registry will run for 3 years with no end point for follow-up. For three years, various re-
search studies will be formulated, and the results will be published. The possibility of ex-
tending the study for continued follow-up will be evaluated.
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Figure 1: Research Council recruitment structure.

5. Selection and Enrolment of Participants

5.1. Clinical Recruitment

The registry has run for a period of 3 months starting from May 2022 as a pilot study. After
3 months, have evaluated outcomes and adapted the protocol. Registry enrolment is offered
to all members of the Société Internationale d’Urologie (SIU), including the robust network of
international u~CARE member countries. The registry is also open to non-SIU members.

Sites for this pilot study are primarily recruited by the uCARE Research Council Members and
mustbe approved for participation by the Research Council. Each Council Memberis asked to
approach three high-volume national centres and appoint one Principal Investigator (PI) who
will be part of the Steering Committee of this study (Figure 1).

The Plis responsible for contacting the clinicians at the individual sites recruited for the reg-
istry and is responsible for the national data collection. It is the responsibility of each partici-
pating centre to obtain ethical approval, as needed, according to local regulations.

Each participating centre will include all consecutive eligible patients during the study period
beginning from August 2022. Treatment procedures are performed according to local proto-

cols.

The Steering Committee of this study will coordinate data analysis.
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5.2. Study Population

Records and cases of all men >18 with a primary diagnosis of BPH with LUTS that are pre-
scribed BPH medications or a surgical intervention will be identified and included in the reg-
istry.

5.3. Inclusion Criteria

¢ A clinical history consistent with Benign Prostatic Hyperplasia

* Prescribed medication or surgical intervention forBPH

5.4. Exclusion Criteria

¢ Patients <18 years old

¢ Patients with no planned intervention

6. Data Collection, Handling, and Storage

In this study, we have multiple timepoints for data collection.

1. The first moment of data collection (T1) starts on the day of surgery/intervention. Base-
line characteristics, peri-, intra-, and post-operative data are then recorded.

2. The next collection moment (T2) is at the first follow-up appointment with the patient,
within 3 months of the initialintervention.

3. Data collection will occur at each follow-up (T3+). There is no end point for follow-up.

Data are collected in a central electronic data management system, which was selected and de-
veloped by Hefficient Analytics, under the supervision of uUCARE. A data manager from SIU will
coordinate the electronic data collection and will regularly provide feedback to the individual
study sites and to the Research Council.

6.1. Data Collection Schedule

Time Data collection
T1 Before intervention Baseline characteristics
T2 Immediately after intervention Intraoperative information
T3+ Outpatient clinic/self-report Postoperative information

END

6.2. Handling and Storage of Data

All data are hashed (i.e., protected from decryption) except for a medical record number
(MRN), which will be used to add follow-up data to the patient’s record. This number is
encrypted and linked to the hashed and randomly generated institution code. For security
purposes, bi- ographical information is not saved on the registry server. If required, a non-

9
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MRN reference number can be used in place of the patient’'s MRN, as long as that reference
number is stored by the institute in a way that facilitates identifying which record belongs to
each patient, for the purposes of follow-up. Additionally, if required by the institute’s ethical
review board, patient biographical information can be replaced by dummy data, as long as the
year of birth is accurate. The biographical information is only entered into the registry to ena-

ble future functionality — no biographical information is required for this registry.

The registry provides secure access to registered users using a web browser. Registrations are
site-specific, which means that users can only access the data that is specific to their own site.
The registry application and databases are hosted on secure, encrypted servers behind a fire-
wall. They can only be accessed by registered users via a specific port.

No encryption keys or any other mechanism for identifying the data will be retained at the
end of the study. uCARE and the SIU will retain ownership of the registry data. The uCARE
Research Council will be responsible for monitoring registry accrual. The Pls along with the
uCARE council will entertain study proposals related to the registry.

Private, non-publishable aggregated summary data will be provided to industry registry
sponsors for internal quality control through a dashboard. This will include overall practice
patterns and demographics as well as outcome data related to their specific technology only.
The industry registry sponsor will have an input on the procedure-specific PI nomination.

If sharing of non-publishable aggregated summary data with industry registry sponsors is not
permitted after assessment of the study by the institutional review board (IRB) of a participat-
ing centre, all data collected by that centre will be removed from the data displayed in spon-
sor dashboards.

6.2.1 Database Management System

uCARE has chosen Hefficient Analytics to develop the data management software. The registry
software provides secure access to registered users using a web browser. Users are registered
for use and set up with username and password authentication. User registrations are site-
specific, meaning that users can only access data from their own site. Any biographical data
are stored using Health Insurance Portability and Accountability Act (HIPAA)-approved
mechanisms for encryption.

6.2.2 Data Transfer and Storage

Biographical data (or dummy biographical data, if required) is stored in a physically separate
database from the registry database. The registry database holds an internal site code and the
encrypted reference code identifier of the patient. Each institution may choose to create an
internal reference code to use instead of the patient’s MRN (see Section 6.2).

The registry application and databases are hosted on Amazon Web Services (AWS) on servers
running Ubuntu Linux Long-Term Support (LTS). The application sits behind an AWS web
application firewall (WAF) and a reverse proxy using Nginx (an open-source web server soft-
ware). Registry database servers are protected by a firewall and made accessible only to the
Registry application servers on a specific port. All other routes and ports are blocked by the
firewall. All databases are held on encrypted disks.

6.2.3 Data Audit

A built-in quality control using data validation during the input process decreases the chance
that invalid data will be entered or that datapoints will be omitted. Periodic audits will be per-
formed to verify accuracy of source data by our audit committee based on our audit commit-
tee guidelines. uCARE is in the process of putting together an Audit Committee, which will be
independent from the study to ensure the accuracy and quality of the data collected.

10
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7. Investigator Responsibility

Except where the PI's signature is specifically required, it is understood that the term ‘Inves-
tigator,” as used in this Protocol and on the case report forms (CRFs), refers to the PI or an ap-
propriately qualified member of the staff that the PI designates to perform specified duties of
the Protocol. The PI is responsible for the conduct of all aspects of the study.

Each Investigator will comply with the local regulations regarding clinical trials, the clinical
research standards of uCARE, and the Investigator responsibilities outlined in the Interna-
tional Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human
Use (ICH) Good Clinical Practice (GCP) guidelines.

It is the responsibility of the Investigator to report study progress to the Reviewing Ethics Com-
mittee or Governance Office as required or at intervals not greater than one year.

The PI, or his/her nominee, will be responsible for reporting any serious adverse events to the

Reviewing Ethics Committee and Site Governance Office as soon as possible, and in accordance
with uCARE guidelines.

8. Ethics

8.1. Institutional Review Board (IRB)Review

It is the responsibility of each participating centre to obtain ethical approval, as needed, ac-
cording to local regulations.

8.2. Informed Consent

We will be prospectively reviewing and collecting data that exist in patient’s medical records.
Retrospective data will be collected from registry databases maintained by participating cen-
tres. We will not be contacting participants or including any sensitive data included in the
HIPAA section (i.e., HIV/AIDS status, mental health, and alcohol/drug abuse records). In-
formed consent form is optional, depending on IRB requirements.

8.3. Participant Confidentiality

The study will access limited Protected Health Information (PHI); an MRN without identifier
for the clinical site, which will undergo HIPAA-approved methods for maintaining data secu-
rity. Full waiver of HIPAA authorization is being requested in the IRB submission form.

8.4. Study Discontinuation

When deemed necessary, the study may be discontinued at any time to ensure the research
participants are protected. In case the study was ended prematurely, the coordinating investi-
gator will notify the individual centres, including the reason(s) for the premature termination.

11



ClinicalTrials.gov ID: NCT05543200

SponsorID:uCARE-2022-001

Protocol Title: A Global Registry of Treatments and Outcomes for Men with BPH
Version:0.13

9. Publication of ResearchFindings

See Authorship Guidelines.
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