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OBJECTIVE

To study whether it delays cancer progression 
compared to enzalutamide alone in patients with 
bone metastatic CRPC

METHODS

PEACE-III (NCT02194842) is a randomized 
multicenter phase III study

Ra223
55 kBq/kg IV every 4 weeks

for 6 cycles plus
Enzalutamide 160 mg OD

Use of bone-protecting agents (BPAs) made
mandatory (after inclusion of 119 patients)

Enzalutamide
160 mg OD
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Patients (N=446b)
• Patients with CRPC and

bone metastases
• Asymptomatic or mildly

symptomaticc

• WHO PS of 0 or 1
• No prior treatment with

enzalutamide or Ra223
• No known visceral metastases
• Ongoing ADT

Primary endpoint: rPFS
Secondary endpoints: Safety, OS, time to next treatment, time to pain progression,
time to first SSE

Stratification factors
• Country
• Baseline pain (BPI worst pain 0,1 vs 2,3)
• Prior docetaxel (yes vs no)
• Use of bone-protecting agents
• Prior abiraterone (yes vs no)

aBest standard of care was de�ned as the routine care provided at each center (e.g., 
local external-beam radiation therapy or treatment with glucocorticoids, antiandrogens, 
ketoconazole, or estrogens such as diethylstilbestrol or estramustine.
bOriginal target accrual N=560, adapted for slow accrual.
cDe�ned as brief pain inventory WP24 score <4. 
This is a EORTC/CTI/CUOG/LACOG/UNICANCER cooperative study.
ADT, androgen-deprivation therapy; IV, intravenous; CRPC, castration-resistant prostate 
cancer; OD, once daily; OS, overall survival; PSA, prostate-speci�c antigen; Ra223, 
radium 223 dichloride; rPFS, radiologic progression-free survival; SSE, symptomatic 
skeletal event; WHO PS, World Health Organization performance status.

CI, con�dence interval; CRPC, castration-resistant prostate cancer; HR, hazard ratio; mo, months; Ra223, radium 223 dichloride; rPFS, radiologic progression-free survival.

AE, adverse event; Enza, enzalutamide; Ra223, radium 223 dichloride.

This pre-planned interim analysis was performed at 80% of events.
CI, con�dence interval; HR, hazard ratio; OS, overall survival; mo, months; Ra223, radium 223 dichloride.

Medical writing services were provided by Sidrah Rahman, MSc, of Adelphi 
Communications Ltd (Bollington, UK), funded by Bayer, in accordance with Good 
Publication Practice 2022 guidelines.

References: 1. Parker C et al. N Engl J Med 2013. 2. Morris MJ et al. Nat Rev Urol 2019. 
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CONCLUSIONS

Drug-related ≥ grade 3 adverse events 
increased from 19% to 28% in the 
combination arm

Adding 6 cycles of Ra223 to 
enzalutamide signi�cantly improved 
rPFS (p=0.0009) and OS (p=0.0031) 
compared with enzalutamide alone

SCAN ME FOR 
MORE INFO

Arm n/N Median (95% CI)

Enzalutamide + Ra223 139/222 19.4 (17.1–25.3) mo

Enzalutamide 160/224 16.4 (13.8–19.2) mo

HR (95% CI) 0.69 (0.54–0.87)

Log-rank p-value 0.0009

Assumption of proportional hazard achieved

Ra223 improved rPFS vs placebo in men with CRPC and bone metastases (HR 0.7)
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Enzalutamide

24 mo rPFS:
36% versus 45%
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Enza
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Patients at risk (no. of cumulative events)

Enza + Ra223 (n=218) Enza (n=224)

183 (84%) 158 (71%)Drug-related AEs

18 (8%) 3 (1%)Serious drug-related AEs

61 (28%) 42 (19%)Grade 3–5 drug-related AEs

13 (8%) 12 (7%)
Treatment discontinuation due

to toxicity of Enza

7 (3%) –
Treatment discontinuation due

to toxicity of Ra223

0%Death due to a drug-related AE 0%

Risk of death reduced by 31% with
enzalutamide + Ra223 versus enzalutamide alone

Safety of enzalutamide + Ra223 
versus enzalutamide alone

Arm n/N Median (95% CI)

Enzalutamide + Ra223 110/222 42.3 (36.8–49.1) mo

Enzalutamide 129/224 35.0 (28.8–38.9) mo

HR (95% CI) 0.69 (0.52–0.90)

Log-rank p-value 0.0031 <0.0034

• Pre-set level of signi�cance for interim analysis was ≤0.0034
• Due to non-proportional hazards plus lack of unequivocal

signi�cance for RMST (restricted mean survival time) sensitivity 
analysis, study will continue to �nal OS analysis

These results support the combination 
of enzalutamide plus Ra223 

(plus a bone-protecting agent) as a potential 
first-line treatment option for patients with CRPC 

and bone metastases who have not received a 
prior androgen receptor pathway inhibitor

INTRODUCTION
Radium 223 dichloride (Ra223) is an alpha particle
emitting radionuclide that selectively targets bone
metastases and induces double-stranded DNA breaks1

In the ALSYMPCA trial, Ra223 plus best standard-
of-carea has been shown to increase overall survival
(OS; HR, 0.7)2

No combination of drugs with contemporary life
prolonging therapies so far has been proven to increase 
radiologic progression-free survival (rPFS) and OS in
�rst-line metastatic CRPC (castration-resistant prostate 
cancer)

      RADIUM 223




