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A) TRIAL IDENTIFICATION
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'VERSION : 2.0 -15 MAR 2021

STUDY TITLE: Prostate-cancer treatment using stereotactic radiotherapy for oligometastases ablation
in hormone-sensitive patients — a GETUG-AFU phase Il randomized controlled trial

/ABBREVIATED TITLE: PRESTO

COORDINATING INVESTIGATOR:
Dr. Pierre BLANCHARD
Radiation Oncology

Gustave Roussy Cancer Center

CO-COORDINATING INVESTIGATOR:
Dr. Guillaume PLOUSSARD
Urology Department

Clinique La Croix du Sud

NUMBER OF PARTICIPATING CENTERS (ESTIMATE): 30 NUMBER OF PATIENTS: 350

B) SPONSOR IDENTIFICATION

NAME: UNICANCER
101, rue de Tolbiac
75654 Paris Cedex 13 - France

CONTACT PERSON: MR MALLIK ZIBOUCHE
Project Manager
R&D UNICANCER
Phone: +33 (0)1.44.23.55.68
Fax: + 33 (0)1.85.34.33.79
email: m-zibouche@unicancer.fr

C) TRIAL GENERAL INFORMATION

INDICATION: Oligometastatic hormone-sensitive prostate cancer patients.

METHODOLOGY: Open label, double arm, randomized 1:1, multicenter phase Il study.

PRIMARY OBJECTIVE: To assess the efficacy of ablative radiotherapy (SBRT applied to all
oligometastases) administered to all gross tumor sites (metastases +/- prostate), in oligometastatic
hormone-sensitive prostate cancer patients.
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SECONDARY OBJECTIVE(S):
To evaluate the role of ablative radiotherapy on:

Overall survival

Prostate cancer specific survival

Time to castration resistance

Time to next symptomatic skeletal event

Time to next symptomatic skeletal event at the treated metastatic bone sites
Time to use of intermittent hormonal therapy, as per protocol recommendations

Duration of intermittent hormonal therapy, in patients allowed to receive intermittent
androgen deprivation therapy, as per protocol recommendations

Time to secondary treatments (local or systemic)

Acute and late toxicity of stereotactic radiotherapy of oligometastases
Quality of life

Cost-effectiveness analysis of the proposed therapeutic strategy
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DIAGNOSIS AND INCLUSION CRITERIA:

1.

= © © N o

11.

12.
13.

14.

Histologically proven adenocarcinoma of the prostate (any T stage, Gleason score or PSA
level);

Defined as M1 based on the presence of at least one bone or lung metastasis;

Diagnostic workup including functional imaging (F or C-Choline-PET/CT or PSMA PET/CT
or whole body MRI) — done prior to the start of hormonal therapy;

With up to 5 asymptomatic or paucisymptomatic metastatic sites including at least one bone
or pulmonary lesion +/- nodal mestastases. Are counted as a “separate” metastatic site :

e each bone lesion, whatever the location (including pelvic localization), except if two
lesions show hyperfixation in the same bone and are located < 1cm from each other they
can be counted as one lesion

e each node or nodal area located outside the true pelvis with a small diameter of 1cm or
greater or with univoqual abnormal function imaging (PET Scan hyperfixation or
hypersignal in whole body MRI); if multiple nodes are in close vicinity (<1cm distance
between them and <4cm in total distance including the nodes, amenable to one SBRT
treatment) they can be counted as one lesion

e and patients with lung metastasis can be included

Patients with a previous prostatectomy or radiotherapy to the prostate and/or pelvic lymph
nodes are eligible provided they have no active disease within the irradiated areas, based
on functional imaging findings;

Age =18 years;

ECOG =2;

Suitable for long term anti androgen therapy;

Patient not suitable for docetaxel or abiraterone can be included;

. Patient that have started long term hormonal therapy are eligible if hormonal therapy has

been initiated less than 2 months before randomization;

Patients must agree to use adequate contraception methods for the duration of study
treatment and for 6 months after completing treatment.

Patient must have received the information sheet and signed the consent form;

Patients must be willing and able to comply with the protocol for the duration of the study
including scheduled visits, treatment plan, laboratory tests and other study procedures;

Patient must be affiliated to the social security system.

NON-INCLUSION CRITERIA:

1.
2.
3.

Patient with more than 5 metastatic sites;
Patient with metastatic sites other than bone, lymph nodes or lung

Metastases not amenable to radiotherapy treatment with high/curative doses by
multidisciplinary meeting [i.e. SBRT as per protocol or curative doses using moderate
hypofractionation (55-60Gy/20) or conventional fractionation (=74 Gy)] (e.g. gross epidural
involvement, involvement of three contiguous vertebral bodies, major soft tissue
involvement, and previous radiation treatment);
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9.

Metastases requiring immediate treatment due to significant pain (use of opioid
medication), or at risk of fracture or neurological deficit;

Prior radiotherapy or focal ablative treatment (cryotherapy, radiofrequency ablation,...) to
metastatic lesions

Castrate testosterone level <50 ng/dL or <0.50 ng/mL or 1.73 nmol/L prior use of ADT;

Prior invasive (except non-melanoma skin cancer) malignancy unless disease-free for 25
years;

Contra-indication to MRI (needed for spinal SBRT);
Persons deprived of their liberty or under protective custody or guardianship;

10. Patients unwilling or unable to comply with the medical follow-up required by the trial

1

because of geographic, familial, social, or psychological reasons;
1. Participation in another therapeutic trial within 30 days prior to randomization.

PRIMARY ENDPOINT: Castration-resistant prostate cancer free survival, defined as the time from
randomization to castration resistance or death from any cause. Castration resistance is defined as
either biochemical progression or radiological progression, with serum testosterone being at a
castrated level (<50 ng/dL or <1.7 nmol/L). See section 7.1 for complete definition of biochemical
and radiological progression.

SECONDARY ENDPOINT(S):

Overall Survival, defined as the time from randomization to death from any cause;

Prostate Cancer Specific Survival, defined as the time from randomization to death from
prostate cancer,;

Time to castration resistance, defined as the time from randomization to castration
resistance, where deaths occurring with no castration resistance (i.e. unrelated to prostate
cancer) are censored,;

Time to next symptomatic skeletal event, defined as the time from randomization to
symptomatic bone fracture, the use of bone surgery or palliative bone radiotherapy and spinal
cord compression;

Time to next symptomatic skeletal event at the treated metastatic bone sites, defined as
above but to a site irradiated as part of the experimental arm;

Time to use of intermittent androgen deprivation therapy, as per protocol recommendations;

Duration of intermittent androgen deprivation therapy, in patients allowed receiving
intermittent androgen deprivation therapy, as per protocol recommendations;

Time to use systemic chemotherapy (first line used after relapse);
Time to use second line hormonal therapy (first line used after relapse);

Time to use bone directed treatment after disease progression (bisphosphonate or
denosumab);

Time to use an antalgic palliative bone treatment (interventional radiology or radiotherapy);
Acute and late toxicity of stereotactic radiotherapy of oligometastases;

o Evaluated using the National Cancer Institute-Common Terminology Criteria for
Adverse Events version 5 (NCI-CTCAE v5) at baseline before radiotherapy, week
6, end of treatment, and at every follow-up (every three months for the first three
years and every 6 months thereafter, for two years).

o Bone pain assessment using BPI at all visits.
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