
 Æ The primary endpoint is the radiographic progression-free survival (rPFS) according to the PCWG2 criteria. 

 Æ A total of 52 pts were predefined for the primary analysis using the one arm log-rank test. 

 Æ In both cohorts, we test the null hypothesis that true median rPFS is ≤ 3 months versus the alternative 
hypothesis that is ≥6.3 months. 

 Æ The one-sided type I error was 0.025 in both AR-V7 subgroups. 

 Æ A sample size of 13 pts is needed in the AR-V7[+] subgroup to attain 80% power. In accordance with the 
expected ratio between cohorts, we will include 39 pts in AR-V7[-] subgroup. 

 Æ Objectives and endpoints are described in Table 3.
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StUdY endPoIntS and analYSISTRIAL DESIGN 

Secondary 

objectives:

 endpoints:

- Safety profile.
- Association between ARV7 status and 

efficacy outcomes.

- AEs according NCI-CTCAE version 4.0.
- Assessment of AR-V7 mutation evolution.
- Radiographic progression-free survival depending on AR-V7 

status.
- Overall survival.
- Time to first symptomatic skeletal event.
- Time to PSA progression.
- Determination percentage of PSA progression.
- Alkaline phosphatase level response.

Table 3. Summary of study objectives and endpoints. 

 objective:

- Efficacy of radium-223 in asymptomatic pts 
who have progressed while on abiraterone 
acetate or enzalutamide.

Primary  endpoint: 

- rPFS according to the PCWG2 criteria. 

 endpoint:

- Changes in CTCs number during the study treatment.

exploratory 

 objective:

- Relationship between CTCs number with ra-
dium-223 efficacy. 

contact InFoRmatIon:

Scientific Global Investigator: Dr. Joan Carles Galcerán. Sponsor: MedSIR.
Contact: jcarles@vhio.net 

Table 2. Summary of dose interruptions and discontinuations related with adverse events

Type of event Adverse events Manage of adverse events

Myelosuppression
 

- Neutropenia G3-4, 
- Thrombocytopenia G3-4, 
- Anemia G3-4 

lasting ≤ 14 days
- Delayed until recovery ≤ G2
- Blood transfusion and biologic 

response modifiers (G-CSF and GM-
CSF) are acceptable. 

lasting > 14 days
- Study drug discontinuation.

Gastrointestinal events - Diarrhea  G3-4
- Nausea and Vomiting  G3-4 - Delayed until recovery ≤ G2

- Local practice will apply.

Non-pathological  fractures - Traumatic fractures in weight-bea-
ring bones during treatment phase.

- Delay 2 or weeks from the time of 
fracture.

Other toxicities Drug interactions Discontinuation

Local practice will apply. 

- No drugs interactions are 
described. 

- Local practice will apply, with the 
exceptions indicated in Table 1.

>8 weeks delay between 
two injections will lead to 

discontinuation.

Study procedures:

 Æ Pts will receive radium-223 at a dose of 
55 kBq per kilogram, given at 4-weeks 
intervals for 6 intravenous injections, 
until progression or unacceptable 
toxicity. 

 Æ After study discontinuation, a follow-up visit will 
be performed within 3 following months (inclu-
ding survival status and post-study anticancer 
therapy evaluation).

 Æ Adjustment of dose level is not 
permitted. 

Dosing delays and discontinua-
tions are described in Table 2.

 Æ We will screen for AR-V7 splice variant and circulating 
tumor cells (CTCs) number after inclusion, end of 
treatment and at progression. We hypothesized that 
the number of AR-V7[+] pts will be 25% at inclusion. 
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Table 1. key eligibility criteria for the eXcaaPe study

A) Inclusion Criteria: B) Exclusion Criteria:

1. Pts ≥ 18 years. Histologically confirmed 
adenocarcinoma of the prostate without neuroendocrine 
differentiation or small cell features.

1. Known or suspected brain metastases or active 
leptomeningeal disease.

2. Bone metastases cancer and absence of visceral 
metastases.

2. Another invasive cancer ≤ 3 years prior to screening. 
(Exceptions: non-melanoma skin and non-infiltrating 
muscle bladder cancer).

3. Asymptomatic according Brief Pain Inventory short 
form.

3. Serum testosterone of > 1.7 nmol/L (or > 50 ng/dL) at 
screening.

4. Required and allowed treatments:

- ≥24 weeks with abiraterone acetate or enzalutamide 
treatment.

Allowed:
- Prior docetaxel in castration-naïve patients.
- Ongoing androgen deprivation with luteinizing releasing 

hormone (LHRH) analogue therapy.
- Bilateral orchiectomy.
- Bone-targeting therapy on stable doses ≥4 weeks prior 

to start.

4. Prohibited treatments, prior to start of the study:

- Anti-neoplastic therapy following abiraterone acetate or 
enzalutamide discontinuation.

- Major surgery ≤ 1 month.
- Investigational therapy ≤ 28 days or 5 half lives.
- Use of opiate analgesics for prostate cancer-related pain 

≤ 14 days

5. Eastern Cooperative Oncology Group (ECOG) 
performance status ≤1. 6. Inadequate bone marrow and organ function.

6. Written informed consent obtained according to local 
guidelines.

 Æ This is a single-arm, multicenter, phase IIA clinical trial.  

               Major inclusion criteria are (Table 1):

1. mCRPC according to standard Prostate Cancer 
Working Group (PCWG)-2 criteria;

2. Asymptomatic according Brief Pain In-
ventory short form;

3. ≥24 weeks of prior treatment with abiraterone 
acetate or enzalutamide;

4. Adequate organ function and perfor-
mance status.

PhaSe II clInIcal tRIal oF RadIUm-223 actIvItY In PatIentS (PtS) wIth metaStatIc caStRatIon-ReSIStant PRoState
canceR (mcRPc) wIth aSYmPtomatIc PRogReSSIon whIle on aBIRateRone acetate oR enzalUtamIde BeSIdeS aR-v7 mUtatIonal StatUS (eXcaaPe)
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 Æ Radium-223 is a targeted alpha therapy with a half-life of 11.4 days (Figure 1). 

 Æ Radium-223 treatment radioactive exposition is minimum compared with commonly other used medi-
cal procedures. (Figure 2).

 Æ Radium-223 is safe and indicated for pts with mCRPC with symptomatic bone metastases (1).

 Æ Biomarkers for radium-223 treatment and its correlation with AR-V7 splice variant, are both under re-
search(2). 

 Æ The aim of this study is to assess the activity and safety of radium-223 stratified by AR-V7 status in 
asymptomatic pts who have progressed while on abiraterone acetate or enzalutamide treatment. 

Figure 1: types of radiation and penetration. 

accRUal and RegIStRatIon:

The study is open for enrollment and first patient was enrolled on January 2017.

Trial registration number is NCT03002220.  Date of registration was 20/10/2016.   
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Figure 2: Radium-223 treatment radioactive exposition is minimum compared with commonly other 
used medical procedures.
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