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Background: The purpose of this study was to evaluate the prognostic value of the multigene EndoPredict test in
prospectively collected data of patients screened for the randomized, double-blind, phase III UNIRAD trial, which
evaluated the addition of everolimus to adjuvant endocrine therapy in high-risk, hormone receptor-positive, human
epidermal growth factor receptor 2 (HER2)-negative early breast cancer.
Patients and methods: Patients were classified into low or high risk according to the EPclin score, consisting of a 12-
gene molecular score combined with tumor size and nodal status. Association of the EPclin score with disease-free
survival (DFS) and distant metastasis-free survival (DMFS) was evaluated using KaplaneMeier estimates. The
independent prognostic added value of EPclin score was tested in a multivariate Cox model after adjusting on
tumor characteristics.
Results: EndoPredict test results were available for 768 patients: 663 patients classified as EPclin high risk (EPCH) and
105 patients as EPclin low risk (EPCL). Median follow-up was 70 months (range 1-172 months). For the 429 EPCH
randomized patients, there was no significant difference in DFS between treatment arms. The 60-month relapse rate
for patients in the EPCL and EPCH groups was 0% and 7%, respectively. Hazard ratio (HR) supposing continuous
EPclin score was 1.87 [95% confidence interval (CI) 1.4-2.5, P < 0.0001]. This prognostic effect remained significant
when assessed in a Cox model adjusting on tumor size, number of positive nodes and tumor grade (HR 1.52, 95%
CI 1.09-2.13, P ¼ 0.0141). The 60-month DMFS for patients in the EPCL and EPCH groups was 100% and 94%,
respectively (adjusted HR 8.10, 95% CI 1.1-59.1, P < 0.0001).
Conclusions: The results confirm the value of EPclin score as an independent prognostic parameter in node-positive,
hormone receptor-positive, HER2-negative early breast cancer patients receiving standard adjuvant treatment. EPclin
score can be used to identify patients at higher risk of recurrence who may warrant additional systemic treatments.
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INTRODUCTION

Hormone receptor-positive and human epidermal growth
factor receptor 2 (HER2)-negative breast cancer is the most
common breast cancer subtype, representing w70% of
breast cancer.1 Adjuvant endocrine therapies (ETs), which
have been shown to substantially reduce the risk of recur-
rence (ROR) and death,2-4 are the standard of care. Never-
theless, the ROR persists for up to 20 years after
administration of ET, with late recurrence occurring in up to
41% of patients at high clinico-pathological risk.5 In addition
to classical risk factors such as age, tumor size and nodal
status, genomic signatures have been developed in the past
two decades to evaluate the patients’ long-term prognosis
and guide treatment decisions.6 Current international
guidelines recommend using multigene assays to identify
low-risk patients who would benefit from ET alone and
those at high risk who would benefit from addition of
chemotherapy to ET or extended ET.7,8

The EndoPredict test is a multigene test comprising 12
genes (8 genes linked to proliferation pathways, apoptosis
pathways and hormone receptor pathways, as well as 4
control genes). This 12-gene molecular score combined with
two risk factors, tumor size and nodal status, gives the
EPclin score, which predicts distant recurrence in hormone
receptor-positive, HER2-negative disease.9 The prognostic
value of Epclin has been retrospectively validated in several
independent clinical trials.10-15

The Epclin score was used to classify patients into low or
high risk in the double-blind, multicenter, international,
randomized trial that compared the combination of adju-
vant everolimus plus standard adjuvant ET with placebo
plus ET in women with high-risk, hormone receptor-
positive, HER2-negative early breast cancer (Clinical-
Trials.gov: NCT0180527116). We report here the results of
the non-protocol-defined exploratory sub-analysis that
evaluated the prognostic added value of EndoPredict test
results on outcomes of patients screened for the UNIRAD
study.
PATIENTS AND METHODS

In the UNIRAD trial, patients with estrogen receptor (ER)-
positive, HER2-negative breast cancer at high risk of relapse
were randomly assigned to receive either everolimus in
combination with standard adjuvant ET or ET alone. Patients
had to have their primary tumor completely resected, with
no clinically or radiologically detectable metastases at the
time of inclusion. Patients initiated ET at the same time as
the study treatment (everolimus or placebo) or up to 4
years before. Primary endpoint was disease-free survival
(DFS) measured from the date of randomization. DFS events
were defined as invasive local, regional or metastatic
relapse, contralateral breast cancer or death from any
cause. Secondary endpoints included overall survival,
distant metastasis-free survival (DMFS) defined as meta-
static relapse or death from any cause, second malignancies
and toxicity. Between June 2013 and March 2020, 1278
patients were included in the trial (637 in the everolimus
2 https://doi.org/10.1016/j.esmoop.2024.103443
arm and 641 in the placebo arm). The trial was stopped for
futility at the first interim analysis. Three-year DFS did not
differ between patients who received ET plus everolimus,
88% [95% confidence interval (CI) 85% to 91%], or ET plus
placebo, 89% [95% CI 86% to 91%; hazard ratio (HR) 0.95,
95% CI 0.69-1.32, P ¼ 0.77].16

In the UNIRAD study, high risk was defined as �4 positive
lymph nodes, �1 positive lymph node if surgery was carried
out after neoadjuvant chemotherapy or ET administered for
�3 months; or 1-3 positive lymph nodes at primary surgery
and an Epclin score �3.3. Patients classified as Epclin low
risk (EPCL) were not included in the trial, but were followed
up with regard to recurrence and survival.
Statistical analysis

In this sub-analysis, we evaluated the prognostic added
value of EndoPredict test results on outcomes in patients
screened for the UNIRAD study. As there was no significant
effect of everolimus on DFS, the present analysis was car-
ried out on all patients who were screened for the trial and
had an Epclin score, regardless of enrollment in the study or
treatment arm (everolimus or placebo). Association of the
Epclin score with the primary and secondary endpoints, DFS
and DMFS, was evaluated using KaplaneMeier estimates.
The Cox regression was carried out provided the propor-
tional hazards assumption was fulfilled; proportionality was
evaluated using test of the interaction between treatment
arm and time. DFS and DMFS were estimated from the date
of EndoPredict testing. The independent prognostic added
value of Epclin score was tested in a multivariate Cox model
after adjusting on tumor characteristics (grade, T and N). P
values were based on likelihood ratio chi-square test sta-
tistics and reported as two-sided. A two-sided P value
<0.05 was considered as statistically significant. Estimated
risks were reported with 95% log-log CIs. Ninety-five
percent CIs were reported with HRs.
RESULTS

Patient characteristics

A total of 777 patients with ER-positive, HER2-negative
early breast cancer underwent EndoPredict test screening
between May 2015 and March 2020, of which 768 (99%)
had complete test results and were included in the present
analysis (Figure 1). As per the study procedure, patients
undergoing EndoPredict test screening had not received
neoadjuvant chemotherapy. The cohort comprised 663
(86%) patients who were classified as Epclin high risk
(EPCH) (n ¼ 429 included in the trial; n ¼ 234 not included
in the trial) and 105 (14%) patients classified as EPCL (none
included in the trial). The mean Epclin score of the entire
cohort was 4.18 [standard deviation (SD) ¼ 0.83], and
median score 4.10 (min; max 2.2; 6.5) [interquartile range
(IQR) 3.6-4.8]. The mean score of the EPCH group included
in the trial was 4.39 (SD ¼ 0.76) and the median 4.20 (3.3;
6.5) (IQR 3.8-4.9). The mean score of the EPCH group not
included in the trial was 4.35 (SD ¼ 0.64) and the median
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Patients who underwent
EndoPredict test (n = 777)

Incomplete test results (n = 9)

High risk included in
the trial (n = 429)

EPclin high risk (n = 663) EPclin low risk (n = 105)

Included in the present
analysis (n = 768)

High risk not included
in the trial (n = 234)

Patients screened for the
UNIRAD trial (n = 1660)

Figure 1. Study flow chart.
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4.20 (3.4; 6.2) (IQR 3.9-4.8). The mean score of the EPCL
group was 2.97 (SD ¼ 0.28) and the median 3.00 (2.2; 3.3)
(IQR 2.8-3.2). Baseline patient characteristics are shown in
Table 1. Median follow-up of the cohort was 70 months
(min ¼ 1; max ¼ 172) from the date of EndoPredict test:
that of EPCH patients included in the trial was 79.9 months
(10-134 months), that of EPCH patients not included in the
trial 47.8 months (2.9-172 months) and that of EPCL pa-
tients 68.5 months (9.7-135 months). Two hundred and
sixty-nine (35%) patients reported being premenopausal.
While the EndoPredict test was only proposed to patients
with 1-3 positive nodes as per the study protocol, 8 pa-
tients with �4 positive nodes and 10 node-negative pa-
tients underwent EndoPredict test. For three patients with
�4 positive nodes, EndoPredict was carried out by error.
For the remaining five patients, no explanation could be
provided.
Prognostic value of EPclin score

For the 429 EPCH patients included in the trial, there was
no significant difference in DFS between treatment arms
(n ¼ 213 everolimus arm, n ¼ 216 placebo arm; HR 0.79,
95% CI 0.42-1.44, log-rank P ¼ 0.4237; Figure 2A). Of the
768 patients included in the analysis, one patient was
removed from subsequent analyses, as she withdrew her
consent 1 day after screening. The independent prognostic
added value of EPclin score was therefore analyzed in 767
patients (n ¼ 105 EPCL; n ¼ 662 EPCH). The 60-month
relapse rate from testing for patients in the EPCL group
Volume 9 - Issue 5 - 2024
and the EPCH group was 0% and 7%, respectively (HR
supposing continuous EPclin score 1.87, 95% CI 1.4-2.5,
P < 0.0001; log-rank P ¼ 0.0189; Figure 2B). Interestingly,
when assessing the prognosis of patients within quartiles of
the EPclin score (Q1 <3.6; Q2 3.6-4.1; Q3 4.1-4.8; Q4 �4.8),
60-month DFS was 99%, 93%, 94% and 87%, respectively
(log-rank P ¼ 0.0001; Figure 2C). This difference remained
significant when assessed in a Cox model with tumor size,
number of positive nodes and tumor grade (HR 1.73, 95% CI
1.25-2.41, P ¼ 0.0010; Table 2). Age and menopausal status
were not significant in univariate analysis (data not shown).
Furthermore, EPclin results were independently correlated
to DMFS, with 60-month DMFS for patients in the EPCL and
EPCH groups of 100% and 94%, respectively (adjusted HR
8.10, 95% CI 1.11-59.1, P < 0.0001; log-rank P ¼ 0.0145;
Figure 3). The distribution of the EPclin score of the EPCH
patients (EPclin score �3.3) who did not relapse is shown in
Supplementary Figure S1, available at https://doi.org/10.
1016/j.esmoop.2024.103443. A wide distribution of the
EPclin score was seen (between 3.3 and 6.3), and despite
the cut-off value of 3.3, those who did not relapse were not
more likely to have a score close to 3.3. On the contrary,
patients with relapse or death had an EPclin score between
3.5 and 6.5.
The use of the EPclin score to inform treatment decisions

In order to assess whether the EPclin score could help
identify patients who would benefit or not from additional
systemic treatments, we further compared the eligibility of
https://doi.org/10.1016/j.esmoop.2024.103443 3
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Table 1. Baseline patient and tumor characteristics

EPclin subgroup All patients

High risk included in the trial High risk not included in the trial Low risk

n ¼ 429 n ¼ 234 n ¼ 105 n ¼ 768

Age, years
n 429 231 104 764
Mean (SD) 54.31 (10.32) 55.49 (10.99) 56.95 (10.13) 55.03 (10.53)
Median (min; max) 52.00 (31.0; 89.0) 55.00 (31.0; 89.0) 56.00 (30.0; 78.0) 54.00 (30.0; 89.0)
IQR (Q1-Q3) (46.0-62.0) (47.0-64.0) (49.5-65.0) (47.0-63.0)

Age group, n (%)
�50 years 172 (40.1) 90 (39.0) 29 (27.9) 291 (38.1)
>50 years 257 (59.9) 141 (61.0) 75 (72.1) 473 (61.9)

Missing 0 3 1 4
Menopausal status, n (%)
No 150 (35.0) 90 (38.8) 29 (27.9) 269 (35.2)
Yes 279 (65.0) 142 (61.2) 75 (72.1) 496 (64.8)

Missing 0 2 1 3
Bilateral breast cancer, n (%)
Yes 22 (5.1) 3 (1.3%) 2 (1.9%) 27 (3.5%)

Pathological size (longest axis), n (%)
<10 mm 10 (2.3) 12 (5.2) 18 (17.5) 40 (5.2)
10-20 mm 112 (26.2) 59 (25.4) 37 (35.9) 208 (27.3)
20-30 mm 122 (28.6) 59 (25.4) 18 (17.5) 199 (26.1)
30-50 mm 99 (23.2) 47 (20.3) 14 (13.6) 160 (21.0)
�50 mm 84 (19.7) 55 (23.7) 16 (15.5) 155 (20.3)

Missing 2 2 2 6
Invasive size
n 420 211 94 725
Mean (SD) 31.21 (23.70) 27.68 (19.36) 20.01 (15.64) 28.73 (21.89)
Median (min; max) 25.00 (2.0; 220.0) 22.00 (4.0; 150.0) 16.50 (2.0; 135.0) 23.00 (2.0; 220.0)
IQR (Q1-Q3) (18.0-35.0) (16.0-30.0) (12.0-25.0) (16.0-33.0)

Histological type, n (%)
Ductal NOS 330 (76.9) 170 (74.2) 69 (66.3) 569 (74.7)
Lobular 54 (12.6) 37 (16.2) 26 (25.0) 117 (15.4)
Mixed 27 (6.3) 10 (4.4) 5 (4.8) 42 (5.5)
Other 18 (4.2) 12 (5.1) 4 (3.8) 34 (4.4)

Missing 0 5 1 6
Elston and Ellis grade, n (%)
Grade I 45 (10.8) 23 (11.1) 29 (31.2) 97 (13.5)
Grade II 235 (56.4) 132 (63.8) 61 (65.6) 428 (59.7)
Grade III 137 (32.9) 52 (25.1) 3 (3.2) 192 (26.8)

Unknown or missing 12 27 12 51
Lymphovascular embolism, n (%)
No 223 (55.6) 115 (59.0) 71 (78.9) 409 (59.6)
Yes 178 (44.4) 80 (41.0) 19 (21.1) 277 (40.4)

Missing 28 39 15 82
Associated DCIS, n (%)
No 153 (39.0) 104 (49.3) 49 (53.8) 306 (44.1)
Yes 239 (61.0) 107 (50.7) 42 (46.2) 388 (55.9)

Missing 37 23 14 74
Number of positive nodesa, n (%)
0 4 (0.9) 8 (3.5) 2 (2.0) 14 (1.8)
1 186 (43.4) 118 (51.3) 55 (53.9) 359 (47.2)
2 131 (30.5) 62 (27.0) 34 (33.3) 227 (29.8)
3 102 (23.8) 40 (17.4) 11 (10.8) 153 (20.1)
>3 6 (1.4) 2 (0.9) 0 (0.0) 8 (1.1)

Missing 0 4 3 7
Estrogen receptor status, n (%)
Negative 0 (0.0) 1 (0.4) 0 (0.0) 1 (0.1)
Positive 429 (100.0) 226 (99.6) 102 (100.0) 757 (99.9)

Missing 0 7 3 10
Progesterone receptor status, n (%)
Negative 57 (13.5) 27 (14.4) 5 (5.7) 89 (12.8)
Positive 365 (86.5) 161 (85.6) 83 (94.3) 609 (87.2)

Missing 7 46 17 70
FISH result, n (%)
Non-amplified 60 (98.4) 34 (97.1) 14 (100.0) 108 (98.2)
Amplified 1 (1.6) 1 (2.9) 0 (0.0) 2 (1.8)

Missing 368 199 91 658

Continued
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Table 1. Continued

EPclin subgroup All patients

High risk included in the trial High risk not included in the trial Low risk

n ¼ 429 n ¼ 234 n ¼ 105 n ¼ 768

CISH result, n (%)
Non-amplified 17 (100.0) 4 (100.0) 0 21 (100.0)

Missing 412 230 105 747
DISH result, n (%)
Non-amplified 9 (100.0) 4 (100.0) 0 13 (100.0)

Missing 420 230 105 755
Pathological tumor size, n (%)
pT0 1 (0.2) 2 (0.9) 1 (1.0) 4 (0.5)
pT1 163 (38.1) 87 (38.5) 68 (66.7) 318 (42.1)
pT2 213 (49.8) 115 (50.9) 32 (31.4) 360 (47.6)
pT3 50 (11.7) 20 (8.8) 0 (0.0) 70 (9.3)
pT4 1 (0.%) 2 (0.9) 0 (0.0) 3 (0.4)
I 0 (0.0) 0 (0.0) 1 (1.0) 1 (0.1)

Missing 1 8 3 12
Pathological node staging, n (%)
pN0 4 (0.9) 5 (2.2) 1 (1.0) 10 (1.3)
pN1 411 (95.8 212 (94.2) 99 (97.1) 722 (95.5)
pN2 11 (2.6) 4 (1.8) 2 (2.0) 17 (2.2)
pN3 3 (0.7) 2 (0.9) 0 (0.0) 5 (0.7)
pNX 0 (0.0) 2 (0.9) 0 (0.0) 2 (0.3)

Missing 0 9 3 12
Distant metastasis, n (%)
pM0 419 (97.7) 199 (87.7) 98 (95.1) 716 (94.3)
pM1 1 (0.2) 4 (1.8) 0 (0.0) 5 (0.7)
pMX 9 (2.1) 24 (10.6) 5 (4.9) 38 (5.0)

Missing 0 7 2 9

CISH, chromogenic in situ hybridization; DCIS, ductal carcinoma in situ; DISH, dual in situ hybridization; FISH, fluorescence in situ hybridization; IQR, interquartile range; NOS, not
otherwise specified; SD, standard deviation.
aTen pN0 and eight pN4þ patients were included despite the non-inclusion criteria.
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the patients in the present study and the NATALEE and
MonarchE trials, which evaluated the addition of cyclin-
dependent kinase 4/6 inhibitors (CDK4/6i) ribociclib and
abemaciclib in high-risk, ER-positive, HER2-negative early
breast cancer patients,17,18 respectively. The patients in the
present study (n ¼ 768) would have all been eligible for the
NATALEE study that enrolled patients with stage II or III ER-
positive, HER2-negative early breast cancer at ROR, including
the 105 EPCL patients. For the MonarchE trial, 308 patients
in our study fulfilled the criteria (grade 3 or Ki-67 �20%), out
of which 302 were EPCH and 6 EPCL. Of note, patients whose
tumor was grade 3 or Ki-67 �20% were in 98% of the cases
EPCH. On the contrary, out of the 484 patients who were
grade 2 and Ki-67 <20%, and who would therefore not have
been eligible for the MonarchE trial, 406 were EPCH (n¼ 264
included in the trial; n ¼ 142 not included in the trial) and 78
EPCL. A total of 33 patients relapsed among the EPCH pa-
tients and 3 among the EPCL patients.
DISCUSSION

Our results confirm the value of the EPclin score as an inde-
pendent prognostic parameter in node-positive, ER-positive,
HER2-negative early breast cancer patients receiving standard
adjuvant treatment. As previously reported, for the patients
included in the trial, there was no significant difference in the
12-month or 24-month DFS between treatment arms.16 The
analysis of prognosis by quartiles of the EPclin score identified
Volume 9 - Issue 5 - 2024
the fourth quartile, with EPclin score �4.8, as a very high-risk
population. This information would be particularly relevant for
the selection of adjuvant interventions, particularly chemo-
therapy and new targeted therapies. Indeed, several new
agents, including CDK4/6i ribociclib17 and abemaciclib,18 have
been reported to show benefit in high-risk, ER-positive, HER2-
negative early breast cancer patients and olaparib in patients
with a germline mutation in BRCA1 or BRCA2 genes.19,20 The
very-high-risk population identified by the EPclin score would
benefit from CDK4/6i.

In addition, we confirm in our prospective series a
noteworthy lack of events in the low-risk group. Our find-
ings suggest that this patient group may not benefit from
the addition of CDK4/6i to standard ET. According to the
inclusion criteria, all the patients in the present analysis
fulfilled the criteria (n ¼ 768) for the NATALEE trial that
evaluated adjuvant ribociclib17 and 308 patients for the
MonarchE trial that evaluated abemaciclib18 in high-risk, ER-
positive, HER2-negative early breast cancer patients. The
EPCL patients (n ¼ 105) in our study had an excellent
prognosis (60-month relapse rate of 0%), suggesting that
they would not have benefited from the addition of ribo-
ciclib. In the case of MonarchE trial, only 6 of the 308 pa-
tients who fulfilled the criteria were EPCL and would
therefore not have benefited from abemaciclib. Interest-
ingly, 98% of patients whose tumor was grade 3 or Ki-67
�20% were EPCH in our patient population, raising the
question of the necessity of testing these patients.
https://doi.org/10.1016/j.esmoop.2024.103443 5
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Figure 2. Disease-free survival. (A) Disease-free survival in high-risk patients included in the UNIRAD trial, according to treatment arms. (B) Disease-free survival
according to EPclin low- and high-risk subgroups. (C) Disease-free survival according to quartiles of the EPclin score.
CI, confidence interval; EVE, everolimus; HR, hazard ratio; iDFS, invasive disease-free survival; KM, KaplaneMeier.
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Figure 2. Continued.
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This study was a prospective analysis of a cohort from
the phase III randomized UNIRAD trial. Our analysis con-
firms recently published results of retrospective analyses
of data from randomized trials. A recent study analyzed
2630 postmenopausal patients with ER-positive, HER2-
negative early breast cancer included in three phase III
randomized trials (ABCSG-6, ABCSG-8 and TransATAC).21

All the patients had received ET in the absence of
chemotherapy. The cohort comprised both node-negative
and node-positive patients, although the majority (70%)
of patients were node negative. EPclin was prognostic in
patients with both invasive ductal carcinoma and invasive
lobular carcinoma. A comparison of six prognostic
Table 2. Multivariate analysis of iDFS with tumor size, number of positive
nodes and tumor grade

Parameter Class Events/n Hazard
ratio

95% CI P
value

EPclin score 63/710 1.52 1.09-2.13 0.0141
Number of positive
nodes

0-1 28/338 0.9800
2 20/219 1.009 0.56-1.81
�3 15/153 0.944 0.49-1.81

Elston and Ellis
grade

Grade I 4/96 0.6582
Grade II 32/423 1.31 0.45-3.79
Grade III 27/191 1.61 0.51-5.03

Pathological size
(longest axis)

<10 mm 2/36 0.2350
10-20 mm 7/189 0.481 0.10-2.34
20-30 mm 18/187 1.061 0.24-4.64
30-50 mm 18/148 1.213 0.27-5.33
�50 mm 18/150 1.362 0.31-5.99

CI, confidence interval; iDFS, invasive disease-free survival.

Volume 9 - Issue 5 - 2024
signatures for ER-positive breast cancer in the TransATAC
cohort showed that three signatures, the Prosigna ROR,
Breast Cancer Index (BCI) and EPclin, were prognostic for
overall and late distant recurrence in node-negative dis-
ease, whereas EPclin and BCI provided significant but
limited prognostic information in node-positive disease.14

Another study on patients enrolled in ABCSG-6 and
ABCSG-8 trials also reported that w35% of patients with
node-positive (1-3 nodes) disease were at low risk for
distant recurrence according to the EPclin score and could
safely forego chemotherapy or extended ET.15 Further-
more, the GEICAM 9906 trial that included 1246 patients
with similar characteristics as the present cohort (lymph
node-positive, ER-positive, HER2-negative disease, pre-
and postmenopausal, chemotherapy-treated) classified
13% of the patients as low risk according to the EPclin
score, and also reported a particularly low rate of distant
metastatic events for this subgroup of patients (10-year
DMFS of 100%).11 On the basis of currently available evi-
dence, the recent guidelines recommend the use of
EndoPredict in postmenopausal women with node-
negative or node-positive with 1-3 positive nodes, ER-
positive, HER2-negative early breast cancer.8 On the con-
trary, data are currently estimated insufficient to recom-
mend its use in premenopausal women with 1-3 positive
nodes.

Strengths of our analysis include the prospective analysis
of patients screened for a randomized trial. We were able to
use data from 767 pre- and postmenopausal patients with
https://doi.org/10.1016/j.esmoop.2024.103443 7
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Figure 3. Distant metastasis-free survival according to EPclin risk category.
CI, confidence interval; HR, hazard ratio; KM, KaplaneMeier.
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node-positive, hormone receptor-positive, HER2-negative
breast cancer. EndoPredict tests were carried out in the
same laboratory. The limitations include the fact that this
screening was done for inclusion in the UNIRAD trial, which
specifically enrolled high-risk patients.16 As a consequence,
our cohort was enriched in patients classified as high risk
according to EPclin score (86%). This overrepresentation of
high-risk patients compared to the general population is a
study bias. It should also be noted that the vast majority of
patients included in the UNIRAD trial received chemo-
therapy.16 Lastly, currently available follow-up data do not
allow us yet to evaluate the late recurrences. Patient follow-
up will continue for further assessment.

In summary, our results confirm the prognostic value of
EndoPredict in women with node-positive, ER-positive,
HER2-negative disease receiving standard adjuvant ET.
EPclin score can identify low-risk patients who could be
candidates for de-escalation studies, and very-high-risk pa-
tients who are candidates for optimum adjuvant treatment,
including CDK4/6i, and to whom inclusion in trials evalu-
ating new targeted therapies may be recommended.
Follow-up will continue to evaluate long-term outcomes.
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