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¿Por qué Redefinir los iCDK 4/6 en CMP?
• Dónde estamos hoy en adyuvancia con iCDK4/6 (abemaciclib, ribociclib).

• Gran heterogeneidad (luminal A vs luminal B) y riesgo de recaída.
• La adyuvancia con iCDK4/6 ya es una realidad en “alto riesgo”
• El reto es precisión (quién, cuándo, cuánto).
• El reto es adherencia.

• Qué nos aporta la neo/“ventana biológica”
• Cómo “redefinir” la práctica: selección de pacientes, secuencias y manejo de toxicidad

Loibl S et al. Ann Oncol 2024
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AJCC, American Joint Committee on Cancer; TNM, tumor, node, metastasis; UICC, Union for International Cancer Control. 
1. Amin MB, et al. CA Cancer J Clin. 2017;67(2):93–99. 

Early breast cancer classification has evolved from a “population” 
approach to a more “personalized” approach1

AJCC/UICC TNM stage
(basic classification)

TNM
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(advanced clinical relevance)

TNM + Prognostic
factors
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aMonarchE Kaplan–Meier curve in Cohort 1 Ki-67 high versus Ki-67 low at additional follow-up 1.
CI, confidence interval; ET, endocrine therapy; HR, hazard ratio; yr, year rate
1. Pan H, et al. N Engl J Med. 2017;377:1835–1846. 2. Harbeck N, et al. Ann Oncol. 2021;32(12):1571–1581.

The risk of recurrence is positively correlated with increased tumor 
grade and Ki-67 status1,2
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1. Adapted from: Pan H, et al. N Engl J Med. 2017;377(19):1836–1846 (including supplementary data).

The risk of distant recurrence is positively correlated with increased 
tumor size and nodal involvement1
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INTRODUCTION

OBJECTIVES

MATERIALS AND METHODS

�4 years (range 19-90 years).

CONCLUSIONS

• Intermediate-risk pts have a 5 and 10-y iDFS of 87.9% and 73.8%, and 5 and 10-y OS of 94.8% and 84.6%.

• The IRR, DDR and DR increased steadily in the intermediate-risk cohort (as in the low-risk cohort), in contrast to the high-

risk cohort (where earlier peaks are observed).

• Longer Follow-up of the NATALEE study is needed to see the potential benefit of adjuvant ribociclib in the intermediate-

risk patients.
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Cohort 1 

N= 1,769

Cohort 2 

N= 3,179

Cohort 3

N= 3,877

Total 

N= 8,825

Histopathological grade, n (%)

G1, well differentiated 226 (12.8%) 550 (17.3%) 1070 (27.6%) 1,846 (20.9%)
G2, moderately differentiated 776 (43.9%) 1356 (42.6%) 1782 (46.0%) 3,914 (44.3%)
G3, poorly differentiated 485 (27.4%) 972 (30.6%) 625 (16.1%) 2,082 (23.5%)
GX, unknown 282 (15.9%) 301 (9.5%) 400 (10.3%) 983 (11.1%)
Menopausal status, n (%)*
Postmenopausal 651 (37.1%) 1241 (39.2%) 1295 (33.6%) 3187 (36.3%)
Premenopausal 1075 (61.2%) 1871 (59.1%) 2516 (65.2%) 5462 (62.2%)
Not available 31 (1.8%) 55 (1.7%) 48 (1.2%) 134 (1.5%)
Ki-67, n (%)

< 20% 557 (31.5%) 937 (29.5%) 1,792 (46.2%) 3,286 (37.2%)
≥ 20% 587 (33.2%) 976 (30.7%) 1,207 (31.1%) 2,770 (31.4%)
Unknown 625 (35.3%) 1,266 (39.8%) 878 (22.6%) 2,769 (31.4%)
Prior CT, n (%)**

No 198 (11.2%) 377 (11.9%) 1,587 (40.9%) 2,162 (24,5)
Yes 1,571 (88.8%) 2,802 (88.1%) 2,290 (59.1%) 6,663 (75.5)
Type of adjuvant ET, n (%)***

SERM 651 (36.9%) 1,150 (36.2%) 1,378 (35.5%) 3,179 (36.1%)
SERM + Aromatase Inhibitors 532 (30.2%) 972 (30.6%) 1,256 (32.4%) 2,760 (31.3%)
Aromatase Inhibitors 505 (28.6%) 881 (27.7%) 1,112 (28.7%) 2,498 (28.3%)
Aromatase inhibitors + SERD 74 (4.2%) 167 (5.3%) 123 (3.2%) 364 (4.1%)
Other 2 (0.2%) 6 (0.1%) 8 (0.2%) 16 (0.1%)

*Only considering female patients: 1757 in Cohort 1, 3167 in Cohort 2 and 3859 in Cohort 3.
** Anthracycline-based CT was the most used regimen in 52.2% of patients (38.5%, 48.5%, and 66.2% in Cohort 1, 2, and 3, respectively).
***ET was unknown in 5 patients from Cohort 1 and 3 from Cohort 2. The median exposure time to adjuvant ET was 5 years (range: 0.-15 years),
similar across all cohorts.

Table 1. Patients' distribution by study

9 The analysis included data from HR-positive/HER2-negative EBC patients with lymph node-negative (N0) or
lymph node-positive (N+) disease, treated with adjuvant ET that were enrolled in El Alamo IV registry and 5
adjuvant studies (GEICAM/98055: TAC* vs. FAC* in N0; GEICAM/2003-026: FAC* vs. FAC-wP* in N0;
GEICAM/99067: FEC* vs. FEC-wP* in N+; GEICAM/2003-108: EC-T* vs. ET-X* in N+; GEICAM/2006-109:
fulvestrant [3 years] + anastrozole [5 years] vs anastrozole [5 years] in N0 and N+).

9 Patients were eligible if they meet all the following criteria: Stage I-III, HR-positive/HER2-negative disease, have
received adjuvant ET.

9 Patients (n=8,825) were divided into 3 cohorts according to their risk of recurrence: Cohort 1 (high-risk:
stage III), Cohort 2 (intermediate-risk: T2N1, T0N1, T1N1, T3N0 or T2N0 plus either histological Grade (G)3,

or GX/G2 with Ki-67 ≥20%) and Cohort 3 (low-risk: stage I and T2N0 plus either G1, or GX/G2 with Ki-67
<20%).

*Abbreviations: A: doxorubicin, C: cyclophosphamide, E: epirubicin, F: fluorouracil, H: trastuzumab, T: docetaxel, wP: weekly paclitaxel, X: capecitabine.

Invasive-Disease-Free Survival, Distant Disease-Free Survival and Overall Survival
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9 Co-Primary Objectives and Endpoints:

� Invasive Disease-Free Survival (iDFS) at 10 years: defined as the time from adjuvant ET initiation
to the first date of diagnosis of any of the following events: ipsilateral (local/regional) invasive breast
cancer (BC) recurrence, distant BC recurrence, contralateral invasive BC, second non-breast invasive
cancer and death due to any cause, whatever occurs first.

� Distant Disease-Free Survival (DDFS) at 10 years: defined as the time from adjuvant ET initiation
to the first date of diagnosis of any of the following events: distant BC recurrence, second non-breast
cancer and death due to any cause, whatever occurs first.

� Overall Survival (OS) at 10 years: defined as the date of adjuvant ET initiation to the date of death
from any cause.

9 Secondary Objectives and Endpoints :

� Yearly Invasive Relapse Rate (yIRR) at years 1 to 10: defined as the proportion of patients with
ipsilateral (local/regional) invasive BC recurrence or distant BC recurrence per year.

� Yearly Distant Relapse Rate (yDRR) at years 1 to 10: defined as the proportion of patients with
distant BC recurrence per year (either as first or subsequent recurrence if first recurrence is
local/regional).

� Yearly Death Rate at 1-10 years: defined as the proportion of deaths per year.
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2006-10

El ÁLAMO 
IV

Total

Cohort 1 0 0 257 336 146 1030 1769*
Cohort 2 65 193 417 616 347 1541 3179*
Cohort 3 323 906 0 0 256 2392 3877

Total 388 1099 674 952 749 4963 8825
*95.0% and 80.1% of patients had N+, respectively.

At 5 and 10 years, iDFS were 87.9% and 74.3%, DDFS were 89.5% and 77.7%, and OS were 94.0% and 84.2%, respectively

Fig. 4. Kaplan-Meier Plot for DDFS by CohortsFig. 3. Kaplan-Meier Plot for iDFS by Cohorts Fig. 5. Kaplan-Meier Plot for OS by Cohorts

Invasive Relapse Rate, Distant Relapse Rate and Death Rate

Fig. 6. IRR at 1-10 years

Adjuvant endocrine therapy (ET) reduces the risk of
recurrence and death in hormone receptor (HR)-
positive/human epidermal growth factor receptor 2
(HER2)-negative early breast cancer (EBC)1 and is
the standard of care in these patients regardless the
use of chemotherapy (CT). However, recurrences
are still common, with risk of recurrences ranging
from 10% to 41%2.
The combination of CDK4/6 inhibitors with ET, have
demonstrated an improvement in outcomes in
patients with intermediate and high-risk HR-
positive/HER2-negative EBC:
The monarchE study3 showed a benefit in invasive
Disease-Free Survival (iDFS) in patients with high-

risk HR-positive/HER2-negative breast cancer with
two years of abemaciclib plus standard ET: 5-year
iDFS rate in the abemaciclib + ET arm was 83.6%
compared to 76.0% in the ET alone arm.
The NATALEE study4, showed that the addition of 3
years of ribociclib to ET improves the 4-year iDFS
compared with ET alone (88.5% versus 83.6%) in
patients with intermediate and high-risk HR-
positive/ HER2-negative EBC patients.
Understanding the risk of recurrence and timing of relapse in a real population of EBC treated in recent years
can be of great help when interpreting the results of trials with new adjuvant drugs.

Fig. 1. iDFS in the monarchE study

Fig. 2. iDFS in the NATALEE study
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Median age was 55 years (range 19-90), most patients were female (99.5%) and 82.5% had invasive ductal
carcinoma.

Table 2. Baseline characteristics
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SERM + Aromatase Inhibitors 532 (30.2%) 972 (30.6%) 1,256 (32.4%) 2,760 (31.3%)
Aromatase Inhibitors 505 (28.6%) 881 (27.7%) 1,112 (28.7%) 2,498 (28.3%)
Aromatase inhibitors + SERD 74 (4.2%) 167 (5.3%) 123 (3.2%) 364 (4.1%)
Other 2 (0.2%) 6 (0.1%) 8 (0.2%) 16 (0.1%)

*Only considering female patients: 1757 in Cohort 1, 3167 in Cohort 2 and 3859 in Cohort 3.
** Anthracycline-based CT was the most used regimen in 52.2% of patients (38.5%, 48.5%, and 66.2% in Cohort 1, 2, and 3, respectively).
***ET was unknown in 5 patients from Cohort 1 and 3 from Cohort 2. The median exposure time to adjuvant ET was 5 years (range: 0.-15 years),
similar across all cohorts.

Table 1. Patients' distribution by study

9 The analysis included data from HR-positive/HER2-negative EBC patients with lymph node-negative (N0) or
lymph node-positive (N+) disease, treated with adjuvant ET that were enrolled in El Alamo IV registry and 5
adjuvant studies (GEICAM/98055: TAC* vs. FAC* in N0; GEICAM/2003-026: FAC* vs. FAC-wP* in N0;
GEICAM/99067: FEC* vs. FEC-wP* in N+; GEICAM/2003-108: EC-T* vs. ET-X* in N+; GEICAM/2006-109:
fulvestrant [3 years] + anastrozole [5 years] vs anastrozole [5 years] in N0 and N+).

9 Patients were eligible if they meet all the following criteria: Stage I-III, HR-positive/HER2-negative disease, have
received adjuvant ET.

9 Patients (n=8,825) were divided into 3 cohorts according to their risk of recurrence: Cohort 1 (high-risk:
stage III), Cohort 2 (intermediate-risk: T2N1, T0N1, T1N1, T3N0 or T2N0 plus either histological Grade (G)3,

or GX/G2 with Ki-67 ≥20%) and Cohort 3 (low-risk: stage I and T2N0 plus either G1, or GX/G2 with Ki-67
<20%).

*Abbreviations: A: doxorubicin, C: cyclophosphamide, E: epirubicin, F: fluorouracil, H: trastuzumab, T: docetaxel, wP: weekly paclitaxel, X: capecitabine.

Invasive-Disease-Free Survival, Distant Disease-Free Survival and Overall Survival
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9 Co-Primary Objectives and Endpoints:

� Invasive Disease-Free Survival (iDFS) at 10 years: defined as the time from adjuvant ET initiation
to the first date of diagnosis of any of the following events: ipsilateral (local/regional) invasive breast
cancer (BC) recurrence, distant BC recurrence, contralateral invasive BC, second non-breast invasive
cancer and death due to any cause, whatever occurs first.

� Distant Disease-Free Survival (DDFS) at 10 years: defined as the time from adjuvant ET initiation
to the first date of diagnosis of any of the following events: distant BC recurrence, second non-breast
cancer and death due to any cause, whatever occurs first.

� Overall Survival (OS) at 10 years: defined as the date of adjuvant ET initiation to the date of death
from any cause.

9 Secondary Objectives and Endpoints :

� Yearly Invasive Relapse Rate (yIRR) at years 1 to 10: defined as the proportion of patients with
ipsilateral (local/regional) invasive BC recurrence or distant BC recurrence per year.

� Yearly Distant Relapse Rate (yDRR) at years 1 to 10: defined as the proportion of patients with
distant BC recurrence per year (either as first or subsequent recurrence if first recurrence is
local/regional).

� Yearly Death Rate at 1-10 years: defined as the proportion of deaths per year.

GEICAM/

9805

GEICAM/

2003-02

GEICAM/

9906

GEICAM/

2003-10

GEICAM/

2006-10

El ÁLAMO 
IV

Total

Cohort 1 0 0 257 336 146 1030 1769*
Cohort 2 65 193 417 616 347 1541 3179*
Cohort 3 323 906 0 0 256 2392 3877

Total 388 1099 674 952 749 4963 8825
*95.0% and 80.1% of patients had N+, respectively.

At 5 and 10 years, iDFS were 87.9% and 74.3%, DDFS were 89.5% and 77.7%, and OS were 94.0% and 84.2%, respectively

Fig. 4. Kaplan-Meier Plot for DDFS by CohortsFig. 3. Kaplan-Meier Plot for iDFS by Cohorts Fig. 5. Kaplan-Meier Plot for OS by Cohorts

Invasive Relapse Rate, Distant Relapse Rate and Death Rate

Fig. 6. IRR at 1-10 years

Adjuvant endocrine therapy (ET) reduces the risk of
recurrence and death in hormone receptor (HR)-
positive/human epidermal growth factor receptor 2
(HER2)-negative early breast cancer (EBC)1 and is
the standard of care in these patients regardless the
use of chemotherapy (CT). However, recurrences
are still common, with risk of recurrences ranging
from 10% to 41%2.
The combination of CDK4/6 inhibitors with ET, have
demonstrated an improvement in outcomes in
patients with intermediate and high-risk HR-
positive/HER2-negative EBC:
The monarchE study3 showed a benefit in invasive
Disease-Free Survival (iDFS) in patients with high-

risk HR-positive/HER2-negative breast cancer with
two years of abemaciclib plus standard ET: 5-year
iDFS rate in the abemaciclib + ET arm was 83.6%
compared to 76.0% in the ET alone arm.
The NATALEE study4, showed that the addition of 3
years of ribociclib to ET improves the 4-year iDFS
compared with ET alone (88.5% versus 83.6%) in
patients with intermediate and high-risk HR-
positive/ HER2-negative EBC patients.
Understanding the risk of recurrence and timing of relapse in a real population of EBC treated in recent years
can be of great help when interpreting the results of trials with new adjuvant drugs.

Fig. 1. iDFS in the monarchE study

Fig. 2. iDFS in the NATALEE study

Cohort
Events 

n(%)

Censored 

n(%) 

Median

(95% CI) 

Hazard 

Ratio, p

Cohort 1
871

(49.2%)
898

(50.8%)
11.1

(10.3-12.2)

3.31 
(3.01-3.64), 

p<0.001

Cohort 2
925

(29.1%)
2254

(70.9%)
16.7

(15.3- )

1.63 
(1.49-1.80), 

p<0.001

Cohort 3
800

(20.6%)
3077

(79.4%)

Cohort
Events 

n(%)

Censored 

n(%) 

Median

(95% CI) 

Hazard 

Ratio, p

Cohort 1
825

(46.6%)
944

(53.4%)
12.2

(11.1-12.7)

4.08 
(3.67-4.53), 

p<0.001

Cohort 2
798

(25.1%)
2381

(74.9%)

1.83 
(1.65-2.04), 

p<0.001

Cohort 3
612

(15.8%)
3265

(84.2%)

Cohort
Events 

n(%)

Censored 

n(%) 

Median

(95% CI) 

Hazard 

Ratio, p

Cohort 1
649

(36.7%)
1120

(63.3%)
14.6

(14.1- )

4.26 
(3.77-4.81), 

p<0.001

Cohort 2
567

(17.8%)
2612

(82.2%)

1.81 
(1.60-2.05), 

p<0.001

Cohort 3
433

(11.2%)
3444

(88.8%)

We thank investigators and their teams as well as
patients participating in the study and all GEICAM and
Novartis for their collaboration.

1. Early Breast Cancer Trialists' Collaborative Group (EBCTCG). Lancet.
2015 Oct 3;386(10001):1341-1352

2. Pan H, et al. N Engl J Med. 2017 Nov 9;377(19):1836-1846
3. Rastogi P, et al. J Clin Oncol.  2024; 20;42(9):987-993.
4. Fasching P.A, et al. ESMO 2024.
5. Martín M, et al. N Engl J Med. 2010;363:2200-10.
6. Martin M, et al. J Clin Oncol. 2013;31:2593-9.
7. Martin M, et al. J Natl Cancer Inst. 2008;100:805-14
8. Martin M, et al. J Clin Oncol. 2015;33:3788-95.
9. Ruiz-Borrego M, et al. Breast Cancer Res Treat. 2019; 177(1):115-125

Median age was 55 years (range 19-90), most patients were female (99.5%) and 82.5% had invasive ductal
carcinoma.

Table 2. Baseline characteristics

0 1 2 3 4 5 6 7 8 9 10 11 12
Time (years)

0

2

4

6

8

10

H
az

ar
d 

Ra
te

 (%
)

Fig. 8. DR at 1-10 years

0 1 2 3 4 5 6 7 8 9 10 11 12
Time (years)

0

2

4

6

H
az

ar
d 

Ra
te

 (%
)

Low-riskIntermediate-riskHigh-risk

0 1 2 3 4 5 6 7 8 9 10 11 12
Time (years)

0

2

4

6

H
az

ar
d 

Ra
te

 (%
)

Fig. 7. DRR at 1-10 years

FA-11337014
 

11337014 

Servitja S . SABC 2024



1111

The monarchE trial assessed the addition of abemaciclib to ET for 
2 years in patients with node-positive high-risk HR+/HER2− eBC1,2

Primary: IDFSc

Secondary: IDFS in high Ki-67 population, OS, 
safety, PK, PROs 

• Women and men; ≥18 years 
• HR+/HER2−, node positive, early-stage resected invasive BC with absence of 

any evidence of metastatic disease 
• Underwent definitive surgery of the primary breast tumor(s)
• Pathological axillary lymph node involvement with at least one of the following: 

≥4 positive ALN; tumor size ≥5 cm; grade 3 tumor; Ki-67 ≥20% 
• Patients may have received up to 12 weeks of ET 
• ECOG PS of ≤1

STRATIFICATION FACTORS

• Metastatic disease (incl contralateral 
ALNs) node-negative BC

• Inflammatory BC
• Previous treatment with any CDK4/6i
• Previously receiving ET for BC prevention

a

N=5,637

Patient population
HR+/HER2−, high-risk eBC 

patients, who had surgery and 
radiotherapy and/or (neo)adjuvant 

chemotherapy (as indicated)

• Received an experimental treatment 
in a clinical trial within the past 30 
days or five half-lives, whichever is 
longer

• History of venous thromboembolic 
events 

≤

Abemaciclib + ETa

150 mg BID

ET

2 years

ETa

ET 
continuedb

Phase 3 objectives

• Prior chemotherapy
• Menopausal status 
• Region

Phase 3

aEndocrine therapy (physician’s choice) standard-of-care was administered according to package label until discontinuation criteria were met. bET continued for 3–8 years as clinically indicated. cPer STEEP criteria.
ALN, axillary lymph node; BC, breast cancer; BID, twice daily; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DRFS, distant relapse-free survival; eBC, early breast cancer; ECOG PS, Eastern Cooperative Oncology Group 
performance status; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IDFS, invasive disease-free survival; OFS, ovarian function suppression; OS, overall survival; 
PK, pharmacokinetics; PROs, patient-reported outcomes; STEEP, Standardized Definitions for Efficacy End Points system.
1. Johnston S, et al. J Clin Oncol. 2020;38(34):3987–3998. 2. ClinicalTrials.gov. NCT03155997. 

OFS is required for men and pre/perimenopausal women

1616

The NATALEE trial assessed the addition of ribociclib to NSAI for 
3 years in patients with stage II or III HR+/HER2− eBC1-4

Primary: IDFS per STEEP criteria

Secondary: RFS, DDFS, OS, safety, PK, 
PROs 

• Women and men aged ≥18 years with unilateral primary invasive 
ER+/HER2− BC tumor and complete surgical resection with 
microscopic margins free of tumors with available archival tumor tissue 

• Anatomical stage group II: (N1/ or N0 with G3 or G2 and/or Ki-67 
≥20%) or stage III disease 

• Completion of (neo)adjuvant ChT and adjuvant radiotherapy (if 
indicated)

• Permitted to have received any SOC (neo)adjuvant ET but must be 
randomized <12 months of initial start date of ET

• ECOG PS of ≤1

STRATIFICATION FACTORS

• Prior treatment with CDK4/6i 
• Prior treatment with tamoxifen, raloxifene, 

or AIs for reduction in risk of BC and/or 
prior treatment for osteoporosis in the 
preceding 2 years 

• Prior treatment with anthracyclines and 
cumulative doses of ≥450 mg/m2 for 
doxorubicin or of ≥900 mg/m2 for epirubicin

a

N=5,101

Patient population

HR+/HER2−, intermediate/high-risk 
eBC patients, who had surgery and 
as indicated, radiotherapy and/or 

(neo)adjuvant ChT

• Distant metastases of BC beyond 
regional lymph nodes and/or evidence 
of disease after curative surgery 

• Clinically significant, uncontrolled 
heart disease and/or cardiac 
repolarization abnormalities 

• Major surgery, ChT, or radiotherapy 
within 14 days prior to randomization 

≤

Ribocliciba + NSAIb
400 mg QD

ET

3 years

NSAIb

ET 
continuedc

Phase 3 objectives

• Anatomic stage (II vs III) 
• Menopausal status 
• Receipt of prior chemotherapy (yes/no)
• Region 

Phase 3

aThree weeks on, one week off. bAdministered according to package label until discontinuation criteria were met. cAdditional treatment with the NSAI beyond 60 months was at the discretion of the treating physician and was not considered to be part of 
the trial treatment.
AIs, aromatase inhibitors; BC, breast cancer; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ChT, chemotherapy; DDFS, distant disease-free survival; eBC, early breast cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; ER, 
estrogen receptor; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IDFS, invasive disease-free survival; NSAI, non-steroidal aromatase inhibitors; OFS, ovarian function suppression; OS, overall survival; 
PK, pharmacokinetics; PRO, patient reported outcomes; QD, once daily; RFS, recurrence-free survival; SOC, standard of care.
1. Slamon D, et al. N Engl J Med. 2024;390(12):1080–1091. 2. ClinicalTrials.gov. NCT03701334. 3. Fasching PA, et al. ESMO Congress 2024. Abstract LBA13; 4.Slamon DJ, et al. Ther Adv Med Oncol. 2023;15:17588359231178125

OFS is required for men and pre/perimenopausal women

Slamon DJ et al. N Engl J Med 2024, Johnston SRD et al. J Clin Oncol 2020

Icdk 4/6(ribociclib/abemaciclib) +HT estándar adyuvante en CMP RRHH +/ Her2 –
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aChoice of therapy will depend on approval, access, risk, long-term efficacy, safety profile, and patient preference. bHigh risk as determined by Oncotype DX, Prosigna PAM50, MammaPrint, or EndoPredict EPclin Risk Score.
AJCC, American Joint Committee on Cancer; G, grade; M, metastasis; N, node status; T, tumor size.
1. Slamon DJ, et al. Ther Adv Med Oncol. 2023;15:17588359231178125.

NATALEE includes node-negative patients and a broader population of 
patients with stage II and III disease compared with monarchE1,a

AJCC anatomical staging TN (M0) NATALEE monarchE

Stage IIA T0 N1 Y Grade 3 or Ki-67 ≥ 20%
T1 N1 Y Grade 3 or Ki-67 ≥ 20%

T2 N0 G3 or G2 with Ki-67 ≥20% 
or high genomic riskb N

Stage IIB T2 N1 Y Grade 3 or Ki-67 ≥ 20%
T3 N0 Y N

Stage IIIA T0 N2 Y Y
T1 N2 Y Y
T2 N2 Y Y
T3 N1 Y Y
T3 N2 Y Y

Stage IIIB T4 N0 Y N

T4 N1 Y Tumor size ≥5 cm or grade 3 
or Ki-67 ≥20%

T4 N2 Y Y
Stage IIIC Any TN3 Y Y

Slamon DJ et al. N Engl J Med 2024, Johnston SRD et al. J Clin Oncol 2020

Icdk 4/6(ribociclib/abemaciclib) +HT estándar adyuvante en CMP RRHH +/ Her2 –
en alto riesgo 



Monarch-e actualización 2025

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Sustained IDFS Benefit in ITT: Evolution of Yearly Rates 

Abemaciclib + ET reduced the risk of IDFS events by 26.6% compared to ET alone

Stephen Johnston, MD, PhD

Number of IDFS events
Abemaciclib + ET

547
ET
722

HR (95% CI): 0.734 (0.657, 0.820)
Nominal P<.0001

∆=2.
8

∆=4.
8 ∆=5.

9 ∆=6.
6

∆=5.
9 ∆=6.

5

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Key Secondary Endpoint: Overall Survival in ITT

At a median follow-up of 6.3 years, abemaciclib + ET  reduced the risk of death by 15.8% compared to ET alone

Number of OS events
Abemaciclib + ET

301
ET
360

HR (95% CI): 0.842 (0.722, 0.981)
P=0.0273

At primary OS testing, OS in ITT met the critical boundary 
of 0.0434 (2-sided)a for statistical significance

Stephen Johnston, MD, PhD

∆=1.
0 ∆=1.

3 ∆=1.
8

aCalculated using O’Brien-Fleming type stopping boundary based on the observed number of events

Johnston, S. et al. Annals of Oncology, Volume 37, Issue 2, 155 - 165
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Comparisons of efficacy and safety should not be drawn or inferred in the absence of head-to-head studies
aFor 1 LN+ only if grade 3, or genomic high risk, or Ki-67 >20%.bT4d excluded. Abema, abemaciclib. cOncotype DX or MammaPrint high. CDK4/6i cyclin-dependent kinase 4/6 inhibitor; eBC, early breast cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; ET, 

endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; ILN, ipsilateral lymph node; incl, including; LN, lymph node; mic, microinvasion; N, node status; SERD, selective estrogen receptor degrader; T, tumor size; y, year.
1. ClinicalTrials.gov. NCT06492616. 2. ClinicalTrials.gov. NCT05514054. 3. Ascione L, et al. Curr Opin Oncol. 2024;36(6):465–473. 4. ClinicalTrials.gov. NCT05774951. 5. ClinicalTrials.gov. NCT04961996. 6. ClinicalTrials Register EU. Available at: https://www.clinicaltrialsregister.eu/ctr-
search/search?query=LidERA (accessed March 2025). 7. ClinicalTrials.gov. NCT05952557. 

Summary of ongoing studies investigating oral SERDs as adjuvant 
therapy for HR+/HER2− eBC 

Patient population ELEGANT1 EMBER-42.3 CAMBRIA-13,4 lidERA3,5,6 CAMBRIA-2,3,7

N 4,220 8,000 4,300 4,200 5,500

Intervention Elacestrant Imlunestrant Camizestrant Giredestrant Camizestrant (± abema 2 y)

Trial design TREATMENT SWITCH AFTER 2-5 YEARS OF ADJUVANT ET UPFRONT ADJUVANT TREATMENT 

Risk of recurrence +++ ++ + + +

Patient population Pure high-risk High-risk Intermediate/high-risk Intermediate/high-risk Intermediate/high-risk

Prior CDK4/6i exposure allowed YES YES YES NO NO

ECOG PS 0–1 0–2 0–1

Disease stage

IIA

T0 N1 If grade 3 If grade 3 NO YES NO

T1 N1 If grade 3 If grade 3 If ≥2 LN+, or grade 3, or 
genomic high-risk, or 

Ki-67 ≥20% (incl N0 mic)
YES

If ≥2 ILN+, or grade 3, or 
genomic high-risk, or 

Ki-67 ≥20% (including N0 mic)

T2 N0 NO If tumor size 5 cm or grade 3 If grade 3 or genomic high-risk
or Ki-67 ≥20%

If grade 3 or genomic high-riskc

or Ki-67 ≥20% 
If grade 3, or genomic high-risk, 

or Ki-67 ≥20% 

IIB
T2 N1 If tumor size 5 cm or grade 3 If tumor size 5 cm or grade 2/3 YESa YES YESa

T2 N0 NO If tumor size 5 cm or grade 3 If grade 3, or genomic high-risk, 
or Ki-67 ≥20% 

If grade 3 or genomic high-riskc

or Ki-67 ≥20% 
If grade 3, or genomic high-risk, 

or Ki-67 ≥20%

IIIA YES YES YES YES YES

IIIB

T4 N0 NO If tumor size ≥5 cm, or grade 3 
and 2–5 cm YESb YES YES

T4 N1 If tumor size ≥5 cm or grade 3 If tumor size ≥5 cm, or grade 3 
or grade 2 and 2–5 cm YESb YES YES

T4 N2 YES YES YESb YES YES

IIIC YES YES YES YES YES
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lidERA Breast Cancer study design
A global, randomized, open-label, multicenter Phase III trial 
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Primary endpoint

• IDFS (excluding second primary non-breast cancer)

Key secondary endpoints 
• DFS, DRFI, IDFS (including second primary non-breast invasive cancer with exception of 

non-melanoma skin cancers and in situ carcinomas of any site), LRRFI, OS, safety

Stratification factors

• Risk: Medium-‡ vs high-risk§ Stage I–III breast cancer

• Region: USA/Canada/Western Europe vs Asia–Pacific vs RoW

• Previous chemotherapy: No vs yes

• Menopausal status: Pre-menopausal vs post-menopausal

R 
1:1

Giredestrant  (30 mg PO QD)

SOC ET
Tamoxifen/anastrozole/letrozole/exemestane

Long-term 
follow-up

Key eligibility criteria

• Participants with ER+, HER2-negative early breast cancer

• Stage I–III disease (anatomical)

o pN0 and pT > 1 cm with Grade 3, or Ki67 ≥ 20%, 
or high score on genomic assay,* or pT4N0

o Node-positive

• Pre- or post-menopausal†

• Breast cancer surgery within 12 months

• (Neo)adjuvant chemotherapy if indicated

N = 4170

At least 5-year treatment duration 5-year follow-up

Enrollment: August 2021 to September 2023. Up to 12 weeks of ET ± CDK4/6i were allowed. ER+ was defined as ≥ 1% positive cells by immunohistochemistry. * OncotypeDx ≥ 26 or high-risk Mammaprint. 
† Pre-menopausal patients on aromatase inhibitors or giredestrant had to receive ovarian function suppression with an approved luteinizing hormone-releasing hormone agonist. ‡  Medium risk: pN0 and primary tumor 
> 1 cm with high-risk biologic features (Grade 3, or Ki67 ≥ 20%, or high score on genomic assay [if available]) and pN1 with low-risk biologic features (Grade 1/2 and Ki67 < 20% and tumor ≤ 5 cm and low score on genomic 
assay [if available]). § High risk: pT4, or pN2, or pN3 and pN1 with high-risk biologic features (Grade 3, or Ki67 ≥ 20%, or tumor > 5 cm, or high score on genomic assay [if available]). 
CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DFS, disease-free survival; DRFI, distant recurrence-free interval; ER+, estrogen receptor-positive; ET, endocrine therapy; IDFS, invasive disease-free survival; 
LRRFI, locoregional recurrence-free interval; OS, overall survival; PO, orally; QD, once daily; R, randomization; RoW, rest of the world; SOC, standard-of-care. 
ClinicalTrials.gov number, NCT04961996. Adapted from Geyer CE, et al. ASCO 2023 (TPS616), with permission.

Giredestrant is currently also being investigated in combination with abemaciclib in the adjuvant setting (lidERA Breast Cancer substudy 1)

Bardia A et al. SABCS 2025
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Primary endpoint: IDFS
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No. at risk
Giredestrant

SOC ET

2084

2086

2021
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1969

1958

1932

1898

1716

1683

1088

1048

345
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Time (months)
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ID
FS

 (%
)

lidERA
Breast Cancer

Giredestrant 

+ everolimus

(n = 102)

SOC ET + 

everolimus

(n = 105)

Events, n (%) 140 (6.7) 196 (9.4)

Stratified HR
(95% CI)

0.70 
(0.57, 0.87); p = 0.0014*

SOC ET
n = 2086

Giredestrant
n = 2084

100

90

100

80

60

40

20

0

Data cutoff: August 8, 2025. Median follow-up, 32.4 months in the giredestrant arm and 32.3 months in the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively. * Log-rank (2-sided). p-value 

boundary for IDFS interim analysis was 0.0217 (2-sided). AI, aromatase inhibitor; CI, confidence interval; ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival; SOC, standard-of-care.

Presented by: Aditya L. Bardia, MD.

Median follow-up: 32.3 months

Statistically significant and clinically meaningful improvement in IDFS:
Giredestrant reduced the risk of invasive disease recurrence or death by 30% compared with SOC ET
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IDFS in key subgroups

Data cutoff: August 8, 2025. HR estimates are unstratified. Median follow-up of 32.4 months in the giredestrant arm and 32.3 months in the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively.
* One patient had Stage 0 disease (SOC ET arm); 26 had unknown Stage (18 in the giredestrant arm and eight in the SOC ET arm). 
AJCC, American Joint Committee on Cancer; CI, confidence interval; ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival; SOC, standard-of-care.
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IDFS benefit was consistent across key prespecified subgroups

lidERA
Breast Cancer

Patients, n
Total, n Giredestrant SOC ET HR (95% CI)

All patients 4170 2084 2086 0.70 (0.57, 0.87)
Age group, years

≤ 45 906 472 434 0.81 (0.50, 1.33)
> 45 to ≤ 55 1355 660 695 0.54 (0.36, 0.80)
> 55 to ≤ 65 1118 567 551 0.77 (0.53, 1.13)
> 65 791 385 406 0.82 (0.49, 1.36)

Region
Asia–Pacific 1088 544 544 0.70 (0.44, 1.12)
Latin America/Africa/Eastern Europe 1317 680 637 0.68 (0.51, 0.92)
USA/Canada/Western Europe 1765 860 905 0.68 (0.44, 1.04)

Menopausal status
Pre-menopausal 1680 841 839 0.65 (0.44, 0.95)
Post-menopausal 2490 1243 1247 0.73 (0.56, 0.95)

AJCC stage at surgery*
I 537 254 283 0.89 (0.42, 1.90)
II 1963 1013 950 0.58 (0.39, 0.85)
III 1643 799 844 0.74 (0.56, 0.98)

Risk
High 2895 1448 1447 0.69 (0.55, 0.88)
Medium 1275 636 639 0.74 (0.42, 1.31)

Previous chemotherapy
No 787 392 395 0.63 (0.33, 1.21)
Yes 3383 1692 1691 0.71 (0.57, 0.90)

Giredestrant better SOC ET better
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AE overview (safety-evaluable population)

Data cutoff: August 8, 2025. * Assessed as medical concepts using grouped terms; all other AEs by medical concept were comparable between arms, including four patients per arm (0.2%) who experienced photopsia.
† G2 events occurred in 17 patients; 13 resolved, four patients discontinued treatment and the events resolved. ‡ G3 only. AE, adverse event; ET, endocrine therapy; G, grade; PT, preferred term; SOC, standard-of-care; 
TEAE, treatment-emergent adverse event.
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Selected AEs

Arthralgia
Hot flush

Headache
Fatigue

Insomnia
Nausea

COVID-19
Asthenia

Back pain
Radiation skin injury

Hypertension
Urinary tract infection

Cough
Diarrhea

Pain in extremity
Constipation
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Giredestrant n = 2060 SOC ET n = 2074

Patients (%)

Common TEAEs (≥ 7.5% of patients in either arm at any grade)

G1–2

G3–4

Giredestrant SOC ET

1.5 / 46.5

0.3 / 27.1 28.5 / 0.3

0.1 / 15.2 13.1 / 0.1

lidERA
Breast Cancer

Giredestrant
n = 2060

SOC ET
n = 2074

Patients, n (%) with treatment discontinuations due to AEs

Musculoskeletal disorders 38 (1.8) 92 (4.4)

• Arthralgias (PT) 32 (1.6) 76 (3.7)

Vasomotor disorders 2 (< 0.1) 18 (0.9)

• Hot flush (PT) 1 (< 0.1) 16 (0.8)

Giredestrant
n = 2060

SOC ET
n = 2074

Patients, n (%) with selected AEs by medical concept*

G1 G2 G3–4 G1 G2 G3–4

Bradycardia† 217 
(10.5)

15
(0.7)

0 64 
(3.1)

2 
(< 0.1)

0

Venous 
thromboembolic 
events

4 
(0.2)

12 
(0.6)

2 
(< 0.1)‡

3 
(0.1)

7 
(0.3)

7 
(0.3)

45.3 / 1.8

1. Fasching PA. JAMA Oncol 2025
2. Rugo HS, et al. Ann Oncol 2022

3. Bardia A et al. SABCS 2025

Ensayo Fármaco Tasa de 
discontinuación 

NATALEE Ribociclib 400 mg (3 años) + NSAI
vs NSAI

20.0% ¹

monarchE Abemaciclib (2 años) + ET 
vs ET

25.8%/ 
18.5%²(Aes)

lidERA Giredestrant
vs ET estándar

5.3% vs 8.2%³
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Monitoring of minimal residual disease through ctDNA is likely to prove 
beneficial for anticipating recurrence1

Treatment response

monitoring

Recurrence

monitoring after

adjuvant therapy 

Response to

neoadjuvant therapy

SURGERY

Metastatic relapseSurveillance

Early

Detection

Le
ve

ls
 o

f c
tD

N
A

Neoadjuvant

Adjuvant

RELAPSE

Diagnosis

Time

ctDNA, circulating tumor DNA. 

1. Adapted from: Natera. Signatera. Available at: https://www.natera.com/oncology/signatera-advanced-cancer-detection (accessed March 06, 2025). 

3030
CI, confidence interval; ctDNA, circulating tumor deoxyribonucleic acid; IDFS, invasive free survival; n/a, not available 
1.Loi et al. ASCO 2024. Abstract LBA507

In monarchE, patients with persistent ctDNA positivity exhibited a higher 
risk of IDFS events compared to those who achieved ctDNA clearance1

Patients who remained or became ctDNA+ on treatment were more likely to

experience recurrence compared to those who became or remained undetected

Longitudinal analysis

(N=889)a

Baseline (−), undetected
N=831

Baseline (+), detected

N=58

Persistently − Became + Persistently +
Became −

(undetected) 

N 749 (90) 82 (10) 34 (60) 24 (40)

IDFS event, 

n (%)
107 (14) 76 (93) 34 (100) 10 (42)

4-year IDFS 

rate, % (95% CI)

87.5
(85.1-89.9)

11.0
(5.9-20.3) n/a 58.3

(41.6-81.8)
aThe ctDNA subset was enriched by patients with IDFS events within 24 months; therefore, the 
estimated IDFS rates in each subgroup are not reflective of that in the overall population. 
Robust assessment was limited in 194 patients with <3 post-baseline timepoints and there may be 
differences in IDFS; total events 227.
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�Adjuvant endocrine therapy (ET) is an effective treatment for hormonal receptor positive (HR+) HER2-negative
(HER2-) early breast cancer (EBC) patients.

� In luminal EBC patients with higher risk of recurrence, chemotherapy (CHT) increases the probability of cure, at
the cost of unwanted toxicities.

�Data from adjuvant trials evaluating different CDK4/6 inhibitors in intermediate to high-risk HR+ EBC led to
conflicting results1,2. Different patient selection criteria between the studies should be considered .

�Data from NeoPAL3 and SOLTI-1402 CORALLEEN4 neoadjuvant trials suggested that a selected group of patients
with high genomic risk could avoid CHT (Figure 1).

�Ribociclib + letrozole provided better outcomes in HRQoL in comparison with CHT in the CORALEEN trial5.

Figure 1. Results of NeoPAL (A) and CORALLEEN (B) neoadjuvant clinical trials. A) NeoPAL study explored the role of neoadjuvant
palbociclib and endocrine therapy in 106 patients with HR+/HER2-, Prosigna®-defined luminal B, or luminal A and node-positive,
stage II-III EBC who were randomly assigned to either ET combined with palbociclib or to CHT. B) CORALLEEN study compared CHT
vs ribociclib + letrozole neoadjuvant treatment in 106 patients with Luminal B (PAM50) EBC. Of note, 46.9% of patients were
converted to ROR-low at surgery. RCB: residual cancer burden; pCR: pathological complete response; PEPI: preoperative endocrine
prognostic index; ROR-low: risk of recurrence low (Prosigna).
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HYPOTHESIS
We hypothesize that CHT could be appropriately spared in patients with initial high-risk
clinicopathological tumors that are converted to a low genomic risk of recurrence (ROR-low;
Prosigna®) after neoadjuvant treatment with ribociclib (R) and letrozole (L) by continuing with this
treatment in the adjuvant setting.

� RIBOLARIS is an open-label, multicenter international trial in 530 patients with HR+/HER2-, ki67≥20%, grade 2/3 and
stage II EBC.

� The trial aims to evaluate long-term efficacy and safety of a CDK4/6 inhibitor + ET adjuvant treatment (instead CHT) in
patients with a biological response (ROR-low) to neoadjuvant R + L.

� Neoadjuvant treatment consists of six 28-days cycles of daily L and R (600 mg/day; 3W ON, 1W OFF).

� Adjuvant treatment will be decided according to centrally assessed ROR and pathological stage after surgery:

a) Responder cohort: (ROR-low) patients will receive R (400 mg/day; 3W ON, 1W OFF) in the adjuvant setting for 33 
cycles. ET must be maintained for at least 5 years. Proportion of patients in this cohort was estimated according 
to CORALLEEN trial results. 

b) Non-responder cohort (ROR-med/high): patients will receive adjuvant standard CHT regimen followed by adjuvant 
R and ET.

� Follow-up mammography will be performed annually except if bilateral mastectomy has been performed.

� Patients will be followed up for distant metastasis-free survival (DMFS) and invasive disease-free survival (IDFS) up until
60 months last patients’ surgery.

Figure 2. Study Design

KEY ELIGIBILITY CRITERIA
� ER+/HER2- EBC: ER > 10%, grade 2 or 3 and Ki-67 index ≥20 %, clinical stage II (cT1cN1cM0, cT2cN0cM0, cT2cN1cM0

and cT3cN0cM0).
� Male (≥18 years old) or pre-menopausal women (≥40 years old) or post-menopausal women. Premenopausal/male

patients will receive LHRH agonists 2 weeks before C1D1 and during treatment.
� Available pre-treatment FFPE core (tru-cut) biopsy evaluable for PAM50 or possibility to obtain one.
� Bilateral invasive breast cancer is not permitted.
� Patients with active cardiac disease or history of cardiac dysfunction are not eligible.

� RIBOLARIS has started enrollment in May 2022.
� As of 31st of August 2022, 113 patients have been screened

and 91 enrolled.
� A total of 53 sites will participate globally: 15 in Spain

(SOLTI), 3 in Portugal (SOLTI) and 35 in France
(UNICANCER).
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Identification of patients for whom CHT may 
be spared is critical to improve management 

of treatment burden

Need to improve the prognosis and QoL of 
patients with high-risk HR+/HER2- EBC

Data from previous neoadjuvant studies 
suggesting that a selected group of genomically 

high-risk patients could avoid CHT3,4

Primary Objective Primary Endpoint

To evaluate long-term efficacy of 
neo/adjuvant ET + ribociclib in high-risk 
ER+/HER2- disease and biological response 
at surgery (ROR-low)

Distant metastasis-free survival (DMFS) in the ROR-low cohort. DMFS is defined as 
the time from date of surgery to date of first event of distant metastatic recurrence 
or death (any cause). 
Note: two interim analyses for early stopping (at 300 and 600 patient-years of 
follow-up) and one final analysis (at least 1300 patient-years of follow-up) will be 
performed .

Secondary Objectives Secondary Endpoints

To evaluate long-term efficacy of 
neo/adjuvant ET + ribociclib in high-risk 
ER+/HER2- disease and biological response 
at surgery (ROR-low)

• Invasive disease-free survival (IDFS) 

To evaluate the efficacy of ribociclib and 
endocrine therapy during neoadjuvant 
treatment 

• pCR in the breast and axillary lymph nodes (pCRBL) after completion of study 
treatment.

• Rate of RCB0/1 after neoadjuvant treatment.

To evaluate long-term efficacy of 
neo/adjuvant ET + ribociclib in high-risk 
ER+/HER2- disease and lack of biological 
response at surgery (ROR-med/high)

• Distant metastasis-free survival (DMFS) in the ROR-med/high cohort

To evaluate the safety and tolerability of 
investigational treatment and their 
corresponding standard treatment 

• Incidence, duration and severity of Adverse Events (AEs) assessed by the NCI 
Common Terminology for Classification of Adverse Events (CTCAE) version 4.03.

Exploratory endpoints

Correlation between DMFS and pCR; correlation between DMFS and ROR score (as a continuous variable) in ROR-low cohort, in ROR-
med/high cohort, and in all patients; correlation between DMFS and RCB; correlation between DMFS and PAM50 subtype (baseline 
and surgery); identification or other biomarkers of response and resistance.  

5. Villacampa et al. Cancer Res (2022)
6. Piccart, M et al. Lancet Oncol (2021)

35 sites

15 sites

3 sites

B) CORALLEEN: ribociclib + letrozole vs CHT
Primary endpoint: proportion of patients ROR-low at surgery

A) NeoPAL: palbociclib + letrozole vs CHT
Primary endpoint: RCB 0-I rate

CHT (n=51) CDK4/6i + ET (n=52)

RCB 0-I: 15.7 % 7.7 % 
pCR: 5.9 % 3.8 %

PEPI 0: 8% 17.6 %

CHT (n=52) CDK4/6i + ET (n=49)

RCB 0-I: 11.8 % 6.1 % 
PEPI 0: 17.3 % 22.4 %

ROR-low: 46.1 % 46.9 %
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endocrine therapy during neoadjuvant 
treatment 

• pCR in the breast and axillary lymph nodes (pCRBL) after completion of study 
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ADAPTCYCLE: TRIAL DESIGN (NCT04055493) 

Nadia Harbeck, MD

R 
3:2

Ribociclib, 600 mg/d 
(2 years)

SoC CTx
(16-24 
weeks)

Aromatase inhibitor 
(+ GnRH in premenopausal)

Endocrine therapy 
at investigator’s 

choice

Endocrine therapy 
at investigator’s choice

EoT

EoT

ADAPT 
intermediate 

risk *

Biopsy (neo) 
/ surgery (adj)

Endocrine 
response 

assessment
(Ki-67post ET)

Induction 
endocrine 

therapy

at investigator’s 
choice 

(≥14 days)

Eligibility criteria 
• Luminal-B-like early breast cancer
• c/pN0-1 with additional risk factors

• High clinical risk: (i) Grade 3 and/or 
(ii) Ki-67pre ET ≥20% and/or (iii) c/pN2-
3 and/or (iv) c/pT2-4c

• Recurrence Score® assessed with 
Oncotype DX® test

ADAPT intermediate risk
• RS ≤25 and Ki67postET >10%
• RS >25 and Ki67postET ≤10% in c/pN0-1
• RS ≤25 and Ki67postET ≤10% in c/pN2-3
* Participation of premenopausal N1 and N0 with RS 16-25, 
irrespective of ET-responder status, allowed by the investigator‘s decision, 
postmenopausal only if several risk factors.

Follow-upTrial treatmentClinical routine / Screening

Primary outcomes
• iDFS • dDFS
Secondary outcomes
• OS • QoL • treatment adherence 
• pCR • clinical response rate 
• breast-conservation therapy rate

Stratification:
Menopausal status; 
c/pN, RS, ET response

N=5274 screened N=1684
randomized

Diagnostic 
biopsy

(Ki-67pre ET)

Therapy setting (neoadjuvant vs adjuvant) decided by investigator.
Recommended neoadjuvant treatment duration: 6 months.

FA-11426677 
05/2025
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ADAPTCYCLE: NEOADJUVANT COHORT
Patient characteristics

Nadia Harbeck, MD

Characteristics Overall (n=554) Ribociclib (n=341) SoC (n=213) P-value

Age, median (min, max) 54 (22, 83) 54 (22, 83) 53 (30, 80) .818

Menopausal status, n (%) Postmenopausal 284 (51.4%) 178 (52.4%) 106 (49.8%) .614

Pre/Perimenopausal 269 (48.6%) 162 (47.6%) 107 (50.2%)

cT, n (%) cT1 184 (33.3%) 116 (34.1%) 68 (31.9%) .66

cT2-4 369 (66.7%) 224 (65.9%) 145 (68.1%)

cN, n (%) cN0-1 517 (93.5%) 316 (92.9%) 201 (94.4%) .628

cN2-3 36 (6.5%) 24 (7.1%) 12 (5.6%)

Grade [central], n (%) G1-2 263 (49.4%) 158 (48.3) 105 (51.2%) .574

G3 269 (50.6%) 169 (51.7) 100 (48.8%)

Recurrence Score [central], median (min, max) 25 (0, 62) 25 (0, 62) 25 (6, 56) .704

Ki67 at baseline [central], median (min, max) 25 (1, 70) 25 (5, 70) 25 (1, 70) .995

Ki67 after ET [central], median (min, max) 10 (1, 60) 10 (1, 60) 10 (1, 40) .853
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• pCR defined as 
ypT0/is ypN0

• Near-pCR defined as ypT1a ypN0

• Median treatment duration: 
5.7 months (min: 0.7, max: 10.5) 

• 167 patients (90.8%) in the SoC 
CTx arm received anthracycline-
containing regimens

ADAPTCYCLE: RESULTS
pCR rates

Nadia Harbeck, MD
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ADAPTCYCLE: RESULTS
pCR rates in subgroups 

Nadia Harbeck, MD
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• In cN2-3 patients, neither pCR 
nor near-pCR was observed
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ADAPTCYCLE: RESULTS
pCR rates in ET responders

Nadia Harbeck, MD
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• ET response defined as Ki67post ET ≤10% 
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Redefiniendo los inhibidores de ciclinas en neo/adyuvancia
conclusiones 

ü Los iCDK4/6 (abemaciclib y ribociclib) + HT  ya son estándar en adyuvancia en HR+/HER2− temprano de 
alto riesgo 

Reducción del riesgo de recaida invasiva a distancia aprox 1/3

Abemaciclib reducción de 15% riesgo de mortalidad

ü Necesitamos identificar las pacientes para estrategias de intensificación/ desescalada

Estudios neoadyuvanciaà selección molecular/sensibilidad hormonal

Monitorización molecular dinámica

ü Mejorar la adherencia al tratamiento hormonal 

ü Todo en el marco de las nuevas hormonas en el entorno precoz 



GRacias!


