


1.DEFINICIÓN .

2. OPCIONES.



¿QUE PACIENTES LUMINALES TIENE MAS RIESGO DE RECAIDA?



DESDE SIEMPRE….

1. TAMAÑO DEL TUMOR Y AFECTACIÓN GANGLIONAR  AXILAR. (TNM).

2. GRADO HISTOLÓGICO.

3. KI67.















Nuevas opciones con inhibidores CDK4/6 







a Stage II: N1 or N0 with grade 2-3 and/or Ki 67 ≥20%, or high risk in Oncotype DX/Prosigna/MammaPrint/EndoPredict.

ABE, abemaciclib; AI, aromatase inhibitor; AJCC, American Joint Committee on Cancer; ALN, axillary lymph node(s); ANA, anastrozole; BID, twice daily; CDK4/6i, 

cyclin-dependent kinase 4/6 inhibitor; CPS-EG, clinical-pathologic stage - estrogen/grade; ET, endocrine therapy; iDFS, invasive disease-free survival; LET, letrozole; 

LHRH, luteinizing hormone-releasing hormone; PAL, palbociclib; QD, once daily; RIB, ribociclib; TAM, tamoxifen.

References: 1. . Loibl S, et al. J Clin Oncol. 2021;39(14):1518-1530. 2. Gnant M, et al. J Clin Oncol. 2022;40(3):282-293. 3. Harbeck N, et al. Ann Oncol. 

2021;32(12):1571-1581. 4. Clinicaltrials.gov. https://clinicaltrials.gov/ct2/show/NCT03701334. Accessed June 15, 2022; 5. Slamon D, et al. ASCO 2019. Poster 

TPS597.

PENELOPE-B1 PALLAS2 monarchE3 NATALEE4,5

N 1250 5796 5637 5101

Sex Women Men and women Men and women Men and women

Menopausal status Pre- and postmenopausal Pre- and postmenopausal 
Pre- and postmenopausal

Pre- and postmenopausal 

Disease severity CPS-EG ≥3, or 2 with post-
neoadjuvant therapy 
pathological node-
positive

Intermediate (stage II) 
and high-risk (stage III)
• Limit of 1000 

stage IIA patients

• Cohort 1: ≥4 ALN or 1-3 ALN with at 
least: tumor size ≥5 cm or grade 3

• Cohort 2: 1-3 ALN + Ki-67 ≥20%;  no 
grade 3, no tumor size ≥5 cm

Anatomical Stage Group
(according to AJCC 8th 
edition): intermediate 
(stage II) and high-risk 
(stage III)a

CDK4/6i, dose PAL 125 mg QD 
(3 weeks on/1 week off)

PAL 125 mg QD 
(3 weeks on/1 week off)

ABE 150 mg BID
RIB 400 mg QD 

(3 weeks on/1 week off)

ET partner Standard adjuvant ET (eg, 
AI, TAM ± LHRH agonist)

AI or TAM ± LHRH agonist
Standard adjuvant ET 

(eg, AI, TAM, ± LHRH agonist)
LET or ANA (± LHRH 

agonist)

Duration of CDK4/6i 
therapy

~13 months 2 years Up to 2 years 3 years

Significant iDFS
benefit   ✓ ✓

CDK4/6 Inhibitor Adjuvant Studies
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Start date: 
November 2013

Start date: 
August 2015

Start date: 
July 2017

Start date: 
December 2018

https://clinicaltrials.gov/ct2/show/NCT03701334
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Palbociclib 

125 mg/day

3 wks on/1 wk off

(24 months) 

+

ETb (60 months)

+ 

Ovarian suppressionc

ETb only 

(60 months) 

+ 

Ovarian suppressionc

Primary endpoint

• iDFS

Key secondary endpoints

• Locoregional recurrence-free 

survival

• Distant recurrence-free survival

• OS

• SafetyR 1:1

Randomization stratification3

Stage: Stage (IIA vs IIB/III)

Receipt of prior chemotherapy: Yes vs no 

Age: ≤50 vs >50 years

Geographic location: North America vs Europe vs other

aStage IIA limited to maximum 1000 patients. bAromatase inhibitor or tamoxifen. cPremenopausal patients.

References: 1. ClinicalTrials.gov. PALbociclib CoLlaborative Adjuvant Study (PALLAS). https://clinicaltrials.gov/ct2/show/NCT02513394. Accessed May 2023; 2. 

Mayer E, et al. Lancet Oncol. 2021;22:212-222.

• HR+/HER2− EBC

• Pre-/postmenopausal women, 

men

• Stage II or III invasive EBCa

• N = 5796

PALLAS trial design1,2

ES2306049886



Randomization stratification

Histological lymph node status at surgery: ypN 0-1 vs ypN 2-3

Age at first diagnosis: ≤50 vs >50 years

Ki67: (>15% vs ≤15%)

Risk status: CPS-EG Score ≥3 vs CPS-EG Score = 2 and ypN+

Geographic location of site: Asian vs non-Asian

• High-risk HR+/HER2− EBC

• CPS-EG score ≥3 

• CPS-EG score 2 and ypN+

• Pre/and postmenopausal 

women

• No pathologic complete 

response after taxane-

containing neoadjuvant 

chemotherapy 

• N = 1250

Palbociclib 125 mg/day 

3 wks on/1 wk off

(13 cycles ~1 year)

+

ET

+

Ovarian suppressiona

Placebo

(13 cycles ~1 year) 

+

ET

+

Ovarian suppressiona

Primary endpoint

• iDFS

Key secondary endpoints

• Locoregional recurrence-free 

survival

• Distant disease-free survival

• OS

• PROs

• Safety

• DDIs

R 1:1
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aPremenopausal patients.

References: 1. Clinicaltrials.gov. https://clinicaltrials.gov/ct2/show/NCT01864746. Accessed March 15, 2022; 2. Loibl S, et al. J Clin Oncol. 2021;39:1518-1530. 

PENELOPE-B trial design1,2

ES2306049886





monarchE: Study Design1,2
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a Endocrine therapy of physician’s choice (eg, AI, tamoxifen, ± LHRH agonist).
1. Johnston SRD, et al. J Clin Oncol. 2020;38(34):3987-3998. 2. Harbeck N, et al. Ann Oncol. 2021;32(12):1571-1581.

• HR+, HER2−, 

high-risk EBC

• Pre-

/postmenopausal 

women, men

• ≥ 4 pos ALN OR

• 1-3 pos ALN and 

either tumor size 

≥5 cm, histologic 

grade 3, or 

Ki67 ≥ 20%

• N = 5637

Abemaciclib
(150 mg twice daily for 

up to 2 years)

+ SOC endocrine 

therapya

(5 to 10 years as 

clinically indicated)

SOC endocrine 

therapya

(5 to 10 years as 

clinically indicated)

Randomization 

(1:1)

Stratified by:

• Menopausal status

• Prior chemotherapy 

(neoadjuvant, 

adjuvant or none)

• Region (North 

America/Europe, 

Asia, other)

Primary 

endpoint

• iDFS

Secondary 

endpoints

• iDFS Ki67 ≥20

• DRFS

• OS

• PK

• PROs

• Safety

Cohort 1: high risk based on 

clinical pathological 

features 
• ≥4 pos ALNs or

• 1-3 pos ALNs with (i) at least 

grade 3 disease or (ii) tumor size 

≥5 cm

(regardless of Ki-67 status)

Cohort 2: high risk based 

on Ki-67
• 1-3 pos ALNs

• Ki-67 ≥20%

(not based on degree of LN 

involvement, tumor size or grade)

ES2306049886



monarchE: Primary endpoint (iDFS in ITT population)
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iDFS (median follow-up: 27 months)2

References: 1. Johnston SRD, et al. J Clin Oncol. 2020;38:3987-3998. 2. Harbeck N, et al. Ann Oncol. 2021;32:1571-1581. 

• Significant iDFS benefit with abemaciclib + ET vs ET was seen in patients with HR+/HER2− EBC at the primary 
outcome analysis1

• iDFS benefit was maintained in the ITT population with extended follow up beyond the 2-year 
treatment period2

2 years 
92.7%

3 years 
88.8%

ABE + ET 

ET alone 

HR, 0.70 (95% CI, 0.59-0.82)
Nominal P<.0001

Δ +2.7% Δ +5.4%

4542393633302724211815129630

0
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100

Time, months

2808 2680 2621 2579 2547 2508 2477 2430 1970 1287 919 522 275 67 8 0ABE + ET
No. at risk

2829 2700 2652 2608 2572 2513 2472 2400 1930 1261 906 528 281 64 10 0ET alone

2 years 
90.0%

3 years 
83.4%

iD
F

S
, 

%

ES2306049886



iDFS in monarchE Ki-67-high (≥20%) 

• High Ki-67 was prognostic for worse outcomes 

• Collectively, ITT and Ki-67 data demonstrate benefit of abemaciclib + SOC ET regardless of Ki-67 index

0

20

40

60

80

100

ABE + ET

No. at risk:

ET alone

4542393633302724211815129630

Time, Months

1262 1221 1189 1167 1155 1139 1123 1094 870 546 377 203 109 25 2 0
1236 1197 1177 1158 1142 1114 1096 1041 827 520 367 198 107 25 3 0

iD
F

S
, 

%

ABE + ET 

ET alone 

HR, 0.663 (95% CI, 0.52, 0.84) 

Nominal P= 0.0006

3 years 

86.8%

3 years 

80.8%

2 years 

91.9%

2 years 

87.9%

Reference: Harbeck N, et al. Ann Oncol. 2021;32:1571-1581.

monarchE: Secondary endpoint (iDFSin Ki-67-high population)

2

1

Δ +4.0% Δ +6.0%

Initial FDA 
approved 

indication for 
abemaciclib was 
limited to Ki-67 

≥20%

ES2306049886



monarchE: iDFS benefit in ITT at 42-month follow up

22Reference: Johnston S et al, SABCS 2022. GS1-09 (Oral presentation).

• 33.6% reduction in the risk of developing an 

iDFS event 

• Increase in absolute benefit in iDFS 4-year 

rates (6.4%) compared with 2- and 3-year iDFS

rates (2.8% and 4.8% respectively)

iDFS (median follow-up: 42 months)

• Consistent iDFS benefit observed in all 

prespecified subgroups

ES2306049886



APROBACIÓN ABEMACICLIB





DIFERENCIAS EN EL ESTUDIO NATALEE
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a Enrollment of patients with stage II disease was capped at 40%. b 5101 patients were randomized from 10 Jan 2019 to 20 April 2021.  c Open-label design. d Per investigator 
choice.
CT, chemotherapy; ctDNA/RNA, circulating tumor DNA/RNA; EBC, early breast cancer; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; References:

1. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT03701334. Accessed April 6 2023. 2. Slamon DJ, et al. J Clin Oncol. 2019;37(15 suppl) [abstract 
TPS597]. 3. Slamon D, et al. ASCO 2023. LBA500 [Oral].

NATALEE trial design1-3

Primary End Point

– iDFS using STEEP criteria 

Secondary End Points

– Recurrence-free survival

– Distant disease–free survival

– OS

– PROs

– Safety and tolerability

– PK 

Exploratory End Points

– Locoregional recurrence–free 

survival

– Gene expression and alterations in 

tumor ctDNA/ctRNA samples

Ribociclib
400 mg/day 

3 weeks on/1 week off 

for 3 y 

R 1:1c

NSAI
Letrozole or 

anastrozoled for ≥ 5 y 

+ goserelin in men 

and premenopausal 

women

NSAI
Letrozole or 

anastrozoled for ≥ 5 y 

+ goserelin in men 

and premenopausal 

women

• Adult patients with HR+/HER2− EBC

• Prior ET allowed up to 12 mo

• Anatomical stage IIAa

• N0 with:

• Grade 2 and evidence of high risk:

• Ki-67 ≥ 20%

• Oncotype DX Breast Recurrence Score ≥ 26 or

• High risk via genomic risk profiling

• Grade 3

• N1

• Anatomical stage IIBa

• N0 or N1

• Anatomical stage III

• N0, N1, N2, or N3

N = 5101b

Randomization stratification

Anatomical stage: II vs III

Menopausal status: men and premenopausal women vs postmenopausal women

Receipt of prior (neo)adjuvant chemotherapy: yes vs no

Geographic location: North America/Western Europe/Oceania vs rest of world

ES2306049886

















EN DEFINITIVA
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1. EL FUTURO DEL TRATAMIENTO ADYUVANTE DEL  CÀNCER  DE MAMA  RH+ HA 
CAMBIADO.

2. YA EXISTE APROBACION PARA  EL  EMPLEO DE UN INHIBIDOR DE CICLINAS EN LA  
ADYUVANCIA DE PACIENTES REEPTORES HORMONALES POSITIVOS “CON CRITERIOS  DE  
RIESGO”

3. LA POBLACIÓN INCLUIDA  EN  EL ENSAYO NATALEE ES  DE MENOR RIESGO QUE LA 
INCLUIDA EN EL ENSAYO MONARCHE.

4. EL ENSAYO NATALEE INCLUYE POR PRIMERA VEZ LAS PLATAFORMAS GENÉTICAS COMO 
HERRAMIENTA  DE  EVALUACIÓN DE RIESGO.



GRACIAS


	Sección predeterminada
	Diapositiva 1
	Diapositiva 2: 1.DEFINICIÓN .  2. OPCIONES. 
	Diapositiva 3
	Diapositiva 4
	Diapositiva 5
	Diapositiva 6
	Diapositiva 7
	Diapositiva 8
	Diapositiva 9
	Diapositiva 10
	Diapositiva 11
	Diapositiva 12
	Diapositiva 13
	Diapositiva 14: CDK4/6 Inhibitor Adjuvant Studies
	Diapositiva 15
	Diapositiva 16
	Diapositiva 17

	Sección sin título
	Diapositiva 18
	Diapositiva 19: monarchE: Study Design1,2
	Diapositiva 20: monarchE: Primary endpoint (iDFS in ITT population)
	Diapositiva 21
	Diapositiva 22: monarchE: iDFS benefit in ITT at 42-month follow up
	Diapositiva 23
	Diapositiva 24
	Diapositiva 25
	Diapositiva 26
	Diapositiva 27
	Diapositiva 28
	Diapositiva 29
	Diapositiva 30
	Diapositiva 31
	Diapositiva 32
	Diapositiva 33
	Diapositiva 34: EN DEFINITIVA
	Diapositiva 35: GRACIAS


