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progression-free survival (PFS) to the PSA nadir response (<0.1 vs >0.1 ng/ml) within
6 mo after EBRT.

Median age was 72 yr. A PSA nadir of <0.1 ng/ml was
achieved by 60% of patients in the agonist arm and 52% in the degarelix arm (odds ratio
0.73, 95% confidence interval 0.43-1.22; p = 0.9). Two-year PFS was 88% in both arms.
Adverse events occurred in 89% of agonist and 88% of degarelix patients. Among 41
patients with baseline cardiovascular (CV) disease, four in the agonist arm and one in
the degarelix group experienced a CV event. Two CV-related deaths occurred in the ago-
nist arm. Degarelix improved lower urinary tract symptoms, particularly in patients with
a baseline International Prostate Symptom Score of >13. Limitations include early clo-
sure and insufficient power to assess PFS.

Degarelix did not improve the PSA nadir response
within 6 mo after EBRT in comparison to LHRH agonists, but was associated with lower
incidence of CV events among patients with pre-existing CV disease.

© 2025 The Author(s). Published by Elsevier B.V. on behalf of European Association of
Urology. This is an open access article under the CC BY license (http://creativecommons.
org/licenses/by/4.0/).

ADVANCING PRACTICE

What does this study add?

EORTC 1414 is the first randomized trial to compare degarelix to LHRH agonists in patients receiving external beam radio-
therapy for high-risk prostate cancer. While no difference was observed in the prostate-specific antigen nadir response or
short-term progression-free survival, the study highlights potential advantages of degarelix in reducing cardiovascular
events and improving urinary symptoms, particularly in patients with pre-existing cardiovascular disease or baseline uri-
nary dysfunction. The main limitation is that the study did not complete accrual and was not analyzed as initially
designed.

Clinical Relevance

EORTC 1414 is the first randomized trial to directly compare adjuvant androgen deprivation with LHRH antagonist (de-
garelix) with LHRH agonist plus EBRT for high-risk prostate cancer. The study found no significant differences in PSA nadir
levels or short-term progression-free survival, but trends in favour of degarelix in specific patient subgroups. Notably,
degarelix was associated with less cardiovascular events, especially among those with preexisting cardiovascular disease.
Degarelix also alleviated urinary symptoms in patients with lower urinary tract dysfunction. However, the trial’s inter-
pretability is limited by its incomplete accrual and deviation from the planned statistical analysis, which may affect
the conclusions. These findings suggest that LHRH antagnosit may offer therapeutic advantages in selected patients, war-
ranting further investigation. Associate Editor: Elena Castro, MD.

Patient Summary

We compared two types of hormone therapy (degarelix and drugs called luteinizing hormone-releasing hormone ago-
nists) for patients undergoing radiotherapy for prostate cancer. We found no difference in the decrease in PSA
(prostate-specific antigen) between the treatments. However, degarelix improved urinary symptoms and reduced
heart-related side effects in patients with pre-existing cardiac disease.

This trial is registered on EudraCT as 2015-005098-19 and on Clinical.Trials.gov as NCT02799706.

1. Introduction

External beam radiotherapy (EBRT), in combination with 18-
36 mo of androgen deprivation therapy (ADT) with a luteiniz-
ing hormone-releasing hormone (LHRH) agonist or antago-
nist, is a standard treatment option for patients with high-
risk localized prostate cancer [1,2]. Unlike LHRH agonists,
the LHRH antagonist degarelix immediately suppresses the
secretion of testosterone, and thus an initial surge of testos-
terone is avoided [3,4]. In comparison to LHRH agonists,
degarelix delays prostate-specific antigen (PSA) progression

in patients with metastatic disease or baseline PSA >20 ng/
ml, improves lower urinary tract symptoms (LUTS), particu-
larly in patients with moderate to severe LUTS, and reduce
the risk of cardiovascular events (CVEs) in patients with a his-
tory of cardiovascular disease [5-10].

On the basis of these considerations, the phase 3b ran-
domized European Organization of Research and Treatment
(EORTC) 1414 trial was designed to assess whether degare-
lix improves progression-free survival (PFS) in comparison
to LHRH agonists in patients with very high-risk prostate
cancer undergoing EBRT.
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2. Patients and methods

The detailed inclusion and exclusion criteria, study proce-
dures, radiotherapy techniques, and statistical plan are pro-
vided in the Supplementary material.

2.1. Study design and participants

EORTC 1414 (ClinicalTrials.gov NCT02799706) was a multi-
center, open-label, randomized controlled trial involving
patients aged 18-80 yr with histologically confirmed pros-
tate adenocarcinoma and at least two of the following:
PSA > 20 ng/ml, Gleason score >8, cN1/pN1, or cT3-4 dis-
ease. Patients with stage MO on standard imaging or oligo-
metastatic stage M1a/b on advanced imaging were eligible.
Key exclusion factors were a recent procedure for cardio-
vascular disease and prior ADT within 6 mo. Patients pro-
vided written informed consent before enrollment. The
trial was approved by the relevant institutional review
boards in all recruiting countries, was sponsored by the
EORTC, and was conducted in accordance with good clinical
practice guidelines.

2.2. Procedures

Participants were randomized 1:1 to receive either degare-
lix or an LHRH agonist alongside pelvic EBRT delivered
according to institutional policy using intensity-modulated
or volumetric-modulated arc radiotherapy with conven-
tional fractionation (78-80 Gy in 39-40 fractions) or
hypofractionation (60 Gy in 20 fractions). Patients with oli-
gometastatic disease were treated with stereotactic body
radiotherapy at a dose of 30 Gy in three fractions, delivered
on alternate days. Randomization was stratified by prior
clinical CVE (yes vs no), country of treatment, and number
of high-risk factors for relapse (2 vs >2). The planned ADT
duration (18, 24, or 36 mo) was defined before randomiza-
tion at the investigator’s discretion.

2.3. Outcomes

PFS, which was the original endpoint, was defined as the
time from randomization to death from any cause, clinical
or PSA progression (nadir +2 ng/ml), or initiation of another
line of systemic therapy in the absence of disease progres-
sion. Patients without any of these events were censored
at the date of their last follow-up visit. Because of early clo-
sure of the study in February 2023 and insufficient power
for assessment of the original primary endpoint, in April
2023 the study coordinators proposed replacement of PFS
with a PSA nadir <0.1 ng/ml within 6 mo after EBRT, follow-
ing ICECaP recommendations [11]. The statistical redesign,
including the power calculation, was conducted by a statis-
tician who was independent from the study and only had
access to the total number of patients with PSA nadir values
available. The EORTC Independent Data Monitoring Com-
mittee (IDMC) agreed on the new endpoint in October
2023. None of the study coordinators, the independent
statistician, or the IDMC had access to the full study data-
base and to the allocation of patients into either study arm.

Secondary endpoints included the original PFS endpoint,
time to next systemic therapy, overall survival (OS), urinary
symptoms assessed via the International Prostate Symptom
Score (IPSS), and quality of life (QoL) assessed via the EORTC
quality of life QLQ-C30 and QLQ-PR25 instruments. The
cumulative incidence of CVE was calculated, with censoring
patients at the time of switching treatment, date of death, or
the last documented visit in the absence of these events.
The cumulative incidence of severe urinary tract infection,
defined as grade >3 urinary tract infection according to
Common Terminology Criteria for Adverse Events, was cal-
culated with death and initiation of a new systemic anti-
cancer therapy as competing risks, and censoring of
patients with none of these events at their last documented
visit.

2.4. Statistical analysis

The trial was initially designed to demonstrate the superior-
ity of degarelix over LHRH agonists in terms of PFS. The
study was designed to have 80% power for detection of a
hazard ratio (HR) of 0.708 with a log-rank test at a one-
sided type I error of 2.5%, for which the sample size calcu-
lated was 885 patients enrolled over a 36-mo period and
264 events. After premature closure of the study and the
definition of the new primary endpoint (proportion of
patients with a PSA nadir <0.1 ng/ml within 6 mo after
EBRT), there was 80% statistical power for detection of a
reduction of 15% (from 40% in the control arm to 25% in
the experimental arm) with a 2 test at a one-sided type I
error of 2.5% according to the number of PSA nadir values
available in the clinical database at the time of the redesign.
Analysis of baseline characteristics and primary and sec-
ondary efficacy endpoints was performed in the intention-
to-treat (ITT) population. Treatment exposure and safety
analyses were conducted in the safety population, which
included all individuals who received at least one injection
of the allocated treatment. Cumulative incidence curves for
clinical CVEs and severe urinary tract infections were gener-
ated. Patient-reported outcomes were analyzed in the ITT
population. The scales and single items of the EORTC QLQ-
C30 and QLQ-PR25 questionnaires were scored and linearly
transformed to a scale of 0-100 according to the EORTC
manual [12,13]. A higher score for a symptom scale or item
indicates a high level of symptomatology/problems; a
higher score on a functional scale or global health status/
QoL indicates a high level of functioning/QoL. IPSS data over
time are reported as the change in score from baseline.

Only the data related to events occurring up to and
including the clinical cutoff date of July 31, 2023 were
selected for analysis. The database was locked on November
6, 2023. Statistical analyses were performed using SAS v9.4
(SAS Institute, Cary, NC, USA).

3. Results

Between November 2017 and January 2023, 379 patients
were enrolled (189 in the LHRH agonist arm and 190 in
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the degarelix arm) across 38 centers in eight countries. The
patient characteristics are reported in Table 1 and Supple-
mentary Figure 1 shows the Consolidated Standards for
Reporting of Trials (CONSORT) diagram. Median follow-up
was 2.3 yr, and 48% of the patients had more than two risk
factors: 62% had PSA >20 ng/ml; 75% had a Gleason score
>8, 38% had cN1 status, and 84% had stage cT3-4 disease.
The median age was 72 (range 47-81) yr.

Of the 370 patients who started treatment (safety popu-
lation), 150 (41%) completed treatment, 61 (16%) discontin-
ued treatment prematurely, and 159 (43%) were still on
treatment at the clinical cutoff date. Nine of 186 patients
who started degarelix switched to an LHRH agonist: eight
because of adverse events (4.3%) and four within the first
6 mo. EBRT was effectively administered in 97% of the
patients: 57% were treated with conventional fractionation
(93 in the agonist arm and 110 patients in the degarelix
arm), and 39% with moderate hypofractionation (76 in the
agonist arm and 65 in the degarelix arm). Nineteen patients
(5%) with M1a/b status received metastasis-directed ther-
apy for oligometastatic disease (nine in the agonist arm
and ten in the degarelix arm). Despite a slight imbalance
in the planned treatment duration between arms, the actual
median treatment duration up to the clinical cutoff date
was 20.1 mo with LHRH agonists versus 19.4 mo with
degarelix. Median treatment duration ranged from 16 to

Table 1 - Patient characteristics

24 mo, and was 16.8, 23.1, and 23.8 mo with LHRH agonists
versus 16.6, 23.6, and 19.8 mo with degarelix for the 18-mo,
24-mo, and 36-mo planned schedules, respectively. The
permanent discontinuation rate was 2.7% in both arms.

Post-EBRT PSA nadir values were available for 146/189
patients (77.2%) in the agonist arm and 155/190 (81.6%) in
the degarelix arm (Supplementary Table 1). A post-EBRT
PSA nadir <0.1 ng/ml at 6 mo was reached in 88 patients
(60%) in the agonist arm and 81 (52%) in the degarelix
arm (odds ratio 0.73, 95% confidence interval [CI] 0.43-
1.22; one-sided p = 0.9). PFS events occurred in 61 patients
(29 in the agonist arm and 32 in the degarelix arm). The
estimated PFS rate at 2 yr was 87.8% (95% CI 81.5-92.1%)
in the agonist arm and 88% (95% CI 81.7-92.2%) in the
degarelix arm (hazard ratio [HR] 1.00, 95% CI 0.59-1.67;
Fig. 1).

Adverse events (AEs) were reported by 89% of patients in
the agonist arm versus 88% in the degarelix arm, with com-
parable rates of grade >3 AEs (42% vs 40%). Urinary and gas-
trointestinal symptoms were well balanced between arms,
as illustrated in Table 2. Site injection reactions, all of grade
1 or 2, were more frequent with degarelix than with LHRH
agonists (16.7% vs 0.5%). Severe urinary tract infection
occurred in four patients (1.1%), two in each treatment
arm. The percentage of patients presenting severe
treatment-related AEs (grade >3) was 21.2% in the agonist

LHRH agonist Degarelix Overall cohort

(n=189) (n=190) (n=379)
Median age, yr (range) 72 (48-80) 72 (47-81) 72 (47-81)
WHO performance status, n (%)

0 159 (84.1) 163 (85.8) 322 (85.0)

1 30 (15.9) 27 (14.2) 57 (15.0)
Median PSA, ng/ml (range) 23.8 (3.1-380.4) 25.8 (2.5-340.0) 24.1 (2.5-380.4)
PSA category, n (%)

<20 ng/ml 72 (38.1) 73 (38.4) 145 (38.3)

>20 ng/ml 117 (61.9) 117 (61.6) 234 (61.7)
Gleason score, n (%)

<8 52 (27.5) 44 (23.2) 96 (25.3)

>8 137 (72.5) 146 (76.8) 283 (74.7)
cT stage, n (%)

cT1-2 24 (12.7) 35(18.4) 59 (15.6)

cT3-4 165 (87.3) 155 (81.6) 320 (84.4)
Nodal stage, n (%)

NO 122 (64.6) 115 (60.5) 237 (62.5)

N1 67 (35.4) 75 (39.5) 142 (37.5)
Metastasis stage M1a/b, n (%) 13 (6.9) 11 (5.8) 24 (6.3)
Previous CV event, n (%)

Yes 19 (10.1) 22(11.6) 41 (10.8)

No 170 (89.9) 168 (88.4) 338 (89.2)
Baseline IPSS, n (%)

<13 points 144 (60.4) 108 (56.8) 222 (58.6)

>13 points 42 (22.2) 46 (24.2) 88 (23.2)

Data missing 33 (17.5) 36 (18.9) 69 (18.2)
Planned ADT duration*

18 mo 43 (23.4) 35(18.8) 78 (21.1)
24 mo 52(28.3) 51 (27.4) 103 (27.8)
36 mo 89 (48.4) 100 (53.3) 189 (51.1)
Median ADT duration received, mo (IQR) *”

Overall cohort 20.1 (16.7-25.7) 19.4 (15.2-24.6) 19.5 (15.7-24.9)

18-mo group 16.8 (16.8-17.8) 16.6 (16.6-16.8) 16.8 (16.6-17.7)

24-mo group 23.1 (16.3-24.0) 23.6 (12.5-24.3) 23.6 (15.2-24.2)

36-mo group 23.8 (14.8-30.6) 19.8 (13.5-28.6) 22.2 (14.0-304)

WHO = World Health Organization; PSA = prostate-specific antigen; LHRH = luteinizing hormone-releasing hormone; CV = cardiovascular event; IPSS = Inter-

national Prostate Symptom Score; ADT = androgen deprivation therapy; IQR = interquartile range.

¢ For patients who started the allocated treatment (184 in the LHRH agonist arm, 186 in the degarelix arm).

> ADT delivered up to the cutoff date for this data analysis.
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Fig. 1 - Results for progression-free survival. CI = confidence interval; KME = Kaplan-Meier estimate; LHRH = luteinizing hormone-releasing hormone.

Table 2 - Most commonly observed worst toxicities by Common Terminology Criteria for Adverse Events v4.0 grade

Toxicity Patients, n (%)

LHRH agonist (n = 184)

LHRH antagonist (n = 186)

Grade 1-2 Grade 3 Grade 4-5 All grades Grade 1-2 Grade 3 Grade 4-5 All grades
Worst grade 86 (46.7) 68 (37) 9 (4.9) 163 (88.6) 88 (47.3) 63 (33.9) 12(6.5) 163 (87.6)
Gastrointestinal
Diarrhea 53 (28.8) - - 53 (28.8) 45 (14.2) - - 45 (24.2)
Proctitis 9 (4.9) = = 9 (4.9) 6(3.2) 1(0.5) = 7 (3.8)
Rectal hemorrhage 14 (7.6) 2(1.1) - 16 (8.7) 10 (5.3) 1(0.5) 11 (5.9)
Genitourinary
Urinary frequency 64 (35.3) - - 65 (35.3) 58 (31.2) - - 58 (31.2)
UT obstruction 13 (7.1) = = 13 (7.1) 11 (5.9) 1(0.5) = 12 (6.5)
UT pain 20(10.9) - - 20(10.9) 36 (13.9) 1(0.5) - 27 (14.5)
Urinary urgency 20(10.9) - - 20(10.9) 18 (9.7) 1(0.5) - 19 (10.2)
UT infection 7 (3.8) 2 (1.1) 9 (4.9) 8 (4.3) 2 (1.1) 10 (5.4)
Hormonal
Fatigue 37 (20.1) - - 37 (20.1) 54 (29) - - 54 (29)
Hot flashes 71 (37.5) 2(1.1) 63 (38.6) 74 (39.8) 1(0.5) = 75 (40.3)
ISR 1(0.5) 1(0.5) 31(16.7) 31(16.7)

ISR = injection site reaction; UT = urinary tract.

arm and 19.9% in the degarelix arm; the difference between
the arms was not significant (2 test, p = 0.8). The percent-
age of patients who discontinued treatment because of tox-
icity was 5.8% in the agonist arm and 5.6% in the degarelix
arm.

A history of CVEs was reported by 10.1% of patients in
the agonist arm and 11.6% in the degarelix arm. Among
patients without a CVE history, an on-study CVE occurred

in 6.7% of patients in the agonist arm and 5.5% in the
degarelix arm. The CVE cumulative incidence rate at 2 yr
was 6.4% (95% CI 2.9-11.7%) in the agonist arm and 5.6%
(95% CI 2.4-10.9%) in the degarelix arm (HR 0.81, 95% CI
0.35-1.90; Supplementary Fig. 2).

Among the 41 patients with a CVE history, an on-study
CVE occurred in four of 19 patients (21%) in the agonist
arm and only one of 22 (4.5%) in the degarelix arm. In addi-
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tion, there were two CVE-related deaths in the agonist arm.
The CVE cumulative incidence rate at 2 yr was 25.7% (95% CI
7.3-49.5%) in the agonist arm and 5.0% (95% CI 0.3-21.1%)
in the degarelix arm (HR 0.28, 95% CI 0.04-2.03; Fig. 2).

The median IPSS was 8 (range 0-33). Forty-two patients
(22%) in the agonist arm and 46 (24%) in the degarelix arm
had a baseline IPSS > 13. There was no difference between
the arms in the change in IPSS from baseline at 3 mo and
6 mo. Post hoc analyses indicated that the effects of EBRT
and hormone therapy on urinary symptoms depend on IPSS
at baseline (interaction test, p < 0.001; Fig. 3). For patients
with baseline IPSS <13, the adjusted mean changes in IPSS
from baseline was 4.6 (95% CI 2.0-7.2) at 3 mo and 4.2 (95%
Cl 1.7-6.7) at 6 mo in the agonist arm, and 4.7 (95% CI 2.1-
7.3) at 3 mo and 4.0 (95% CI 1.4-6.6) at 6 mo in the degarelix
arm. For patients with baseline IPSS >13, the adjusted mean
change from baseline was —3.4 (95% CI —6.6 to —0.1) at
3 mo and —2.7 (95% CI —5.8 to —0.5) at 6 mo in the agonist
arm, and —4.6 (95% CI -7.6 to —1.6) at 3 mo and —4.7 (95%
Cl —7.7 to —1.6) at 6 mo in the degarelix arm.

There was a general decline in global quality of life at
3 mo and 6 mo according to EORTC QLQ-C30 scores, with
no significant difference between the treatment arms. Uri-
nary, bowel, and sexual bother, assessed via EORTC QLQ-
PR25, generally declined during the first 6 mo in compar-
ison to baseline, with a comparable effect between the arms
(Supplementary Fig. 3).

100
95
90
85
80
75
70
65
60
55

Cumulative incidence (%)

4. Discussion

The phase 3 EORTC 1414 trial is the only study comparing
the LHRH antagonist degarelix to an LHRH agonist in
patients with very high-risk localized prostate cancer trea-
ted with curative EBRT. Although the study did not com-
plete accrual and was not analyzed as initially designed, it
provides insights that merit discussion.

The trial failed to meet its modified primary endpoint
and showed no superiority of degarelix over LHRH agonists
in achieving a PSA nadir <0.1 ng/ml within 6 mo after EBRT.
This endpoint was selected following a publication by the
ICECaP Consortium that suggested that PSA >0.1 ng/ml
within 6 mo after EBRT completion was a prognostic factor
for poorer outcomes for patients treated with EBRT with or
without ADT for localized prostate cancer [11]. Although
the follow-up was not mature and long-term data are miss-
ing, the study revealed no clinically relevant difference in
PFS rates at 2 yr between the agonist and degarelix arms.

Moderate to severe LUTS are common among men
receiving radiotherapy with or without ADT for localized
prostate cancer. The EORTC 1414 IPSS analysis confirms
previous data indicating that the effects of EBRT and long-
term ADT on urinary symptoms depend on the level of
symptoms at baseline [14]. For patients with mild symp-
toms, EBRT and long-term ADT temporarily worsen urinary

Treatment
LHRH agonist

Events/total Time point CIFE (95% Cl)

4/19 11.5(1.8-31.2%)
25.7 (7.3-49.5%)
25.7 (7.3-49.5%)
5.0 (0.3-21.1%)
5.0 (0.3-21.1%)
5.0 (0.3-21.1%)

LHRH antagonist

|
2
3
1/22 1
2
3

Patients at risk
LHRH agonist-
LHRH antagonist-

19
22

14
18

9
"

Time (yr)

Fig. 2 - CVE cumulative incidence events in the group of patients with a pre-existing cardiovascular condition. CI = confidence interval; CIFE = cumulative
incidence function estimate; CVE = cardiovascular event; LHRH = luteinizing hormone-releasing hormone.
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107

Change in IPSS

3

Time since treatment start (mo)

LHRH agonist + baseline IPSS <13
LHRH antagonist + baseline IPSS <13

LHRH agonist + baseline IPSS 213
LHRH antagonist + baseline IPSS 213

Fig. 3 - Changes in the mean International Prostate Symptom Score (IPSS) from baseline to 3 mo and 6 mo, stratified by baseline IPSS <13 versus 213 points.

LHRH = luteinizing hormone-releasing hormone.

function, as shown in a study by Tomita et al [14]. By con-
trast, EBRT combined with long-term ADT improves urinary
symptoms in patients who have severe urinary symptoms
at baseline. A pooled analysis of three phase 3 trials com-
paring degarelix with an LHRH agonist suggests that
degarelix results in significantly greater IPSS reductions
than goserelin at week 12, especially for patients with base-
line IPSS >13 [8]. For patients with IPSS >13 at baseline, the
change in IPSS at week 12 was —2.56 (95% ClI —4.34 to
—0.79; p = 0.005) favoring degarelix [8]. The EORTC 1414
data show a similar difference at 6 mo, with IPSS decreasing
by —4.7 (95% CI —7.7 to 1.6) with degarelix versus —2.7 (95%
Cl —-5.8 to —0.5) with an agonist. A similar trend was

observed at 3 mo. However, we cannot rule out a statistical
phenomenon called “regression to the mean”, whereby
extreme values tend to normalize over time.

The CVE rate is high in prostate cancer, but the contribu-
tion of ADT is unclear [15]. Despite a negative dedicated
CVE trial, a recent meta-analysis found that LHRH antago-
nists cause fewer CVEs than LHRH agonists [9]. The cumula-
tive incidence of a new CVE at 2 yr in EORTC 1414 was 6.4%
in the agonist arm and 5.6% in the degarelix arm (HR 0.81,
95% CI 0.35-1.90), similar to rates in the PRONOUNCE trial
[16]. According to oncology-focused trials, the reduction
in cardiovascular risk with antagonists is greater for
patients with a CVE history [5,7,15]. This was evident in
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the trial: among 41 patients with a CVE history, four of 19
(21.1%) randomized to the agonist arm experienced a subse-
quent CVE, compared to one of 22 (4.5%) in the degarelix
arm. There were also two CVE-related deaths in the agonist
arm.

The trial has some limitations. EORTC 1414 highlights
the challenges of conducting large, multinational studies
in a rapidly changing clinical environment. It was launched
alongside the ENZARAD (NCT02446444) and ATLAS
(NCT02951052) trials, which investigated addition of an
androgen receptor pathway inhibitor to ADT. Many investi-
gators believed that this question was more important. The
trial was underpowered for assessment of the difference
between LHRH agonists and degarelix in terms of PFS
because only 43% of the target population was enrolled. This
led to a change in the primary outcome from PFS to the PSA
nadir within 6 mo after EBRT, for which there was adequate
statistical power for group comparisons, but this is less clin-
ically meaningful, as the PSA nadir represents a validated
prognostic factor rather than a formally accepted surrogate
for comparison of ADT clinical outcomes for patients treated
with EBRT and ADT for localized prostate cancer. Although
an independent statistician assessed the statistical proper-
ties of the study for the new primary endpoint and the
IDMC approved the change, such on-study modifications
may raise questions about how interpretable and generaliz-
able the results are, thereby rendering the analyses explora-
tory and primarily hypothesis-generating. Nevertheless, the
findings deserve to be shared with the scientific commu-
nity. Since trial initiation, new evidence for the oral LHRH
antagonist relugolix has demonstrated sustained castration
levels and a favorable safety profile in patients receiving
curative EBRT [17]. Furthermore, consistent with our results
for degarelix, relugolix was associated with a significantly
lower risk of major CVEs, particularly among patients with
pre-existing cardiovascular disease [15].

5. Conclusions

EORTC 1414 is the first prospective randomized trial com-
paring EBRT and long-term ADT with degarelix or an LHRH
agonist. The study did not show a benefit of either approach
in achieving PSA <0.1 ng/ml at 6 mo, either initially or dur-
ing follow-up. However, despite a small number of events,
the study results show the potential advantages of LHRH
antagonists in controlling LUTS and reducing ADT-induced
CVEs in patients with a history of cardiovascular disease.
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