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Características clínico-patológicas
 Edad y comorbilidades, AF
 Tamaño (T)
 Afectación axilar (N)
 Grado histológico
 Morfología
 Invasión vascular o perineural

Biomarcadores: 

 Expresión RE y RP:

 ≥10% tinción nuclear

 ≥1-9% tinción nuclear: “ER low”

 HER2 negativo: IHC 0+, 1+, 2+ sin 

amplificación Her2

 Índice de proliferación (Ki67)

Perfiles 
moleculares
 Subtipo luminal
 Her2 enriquecido
 Basal like

Otros perfiles de expresión 
génica
 Oncotype DX
 MammaPrint
 EndoPredict
 Breast Cancer Index
 Prosigna

¿Qué factores influyen en el tratamiento en CM localizado RH+/Her2-?

 Luminal A (40%) < Ki 67 < grado

 Luminal B (20%) > Ki 67 > grado



Abordaje terapéutico

• Qx
• RDT
• HT, iCDK
• antiHER2
• iPARP
• QT

• Diferentes estrategias
• Paciente, subtipo tumor, TNM 
• Detección pacientes ↑riesgo 

recaída 
• Mammaprint, Oncotype

• Tto mantenimiento
• ↑ riesgo Æ tto extendido

Cáncer de mama

Cardoso F, et al. Early Breast Cancer: ESMO Clinical Practice Guidelines.

Cirugía:
 Conservadora
 Mastectomía
 Ganglio centinela
 Linfadenectomía
 Reconstrucción
 Mastectomía bilateral…
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recaída 
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Cáncer de mama
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Radioterapia
 Menor duración
 Menos agresivo y tóxico
 Igual resultado

Tratamiento sistémico
 QT (Neo y/o adyuvante)
 HT (pre o postmenopausia)
 Inhibidores de ciclinas 

(iCDK) 
 Inhibidores de PARP (iPARP)
 Inmunoterapia

Abordaje terapéutico

• Qx
• RDT
• HT, iCDK
• antiHER2
• iPARP
• QT

• Diferentes estrategias
• Paciente, subtipo tumor, TNM 
• Detección pacientes ↑riesgo 

recaída 
• Mammaprint, Oncotype

• Tto mantenimiento
• ↑ riesgo Æ tto extendido

Cáncer de mama

Cardoso F, et al. Early Breast Cancer: ESMO Clinical Practice Guidelines.

Diferentes 
estrategias:
 Paciente
 Subtipo tumor
 TNM
 Estudio genético
 Riesgo de 

recaída…



! [18F]2-fluoro-2-deoxy-D-glucose (FDG)epositron emis-
sion tomography (PET)eCT scanning may be used
instead of CT and bone scintigraphy particularly for
high-risk patients and when conventional methods are
inconclusive [II, B].

MANAGEMENT OF EBC

General treatment principles

The recommendations in this guideline provide a frame-
work to promote optimal patient care. However, treatment
decisions for each patient should be based on an individual
riskebenefit analysis considering patient/disease charac-
teristics, comorbidities and patient preferences. All treat-
ment decisions should be made as part of a shared
decision-making process with the patient. Clinical trial
participation is preferred whenever available.

Supplementary Material Section 6, available at https://
doi.org/10.1016/j.annonc.2023.11.016, provides further
details on general treatment principles.

For a general overview of EBC management, see Figure 2.

Patient communication and shared decision making

Supplementary Material Section 7, available at https://doi.
org/10.1016/j.annonc.2023.11.016, provides details on pa-
tient communication and shared decision making.

Locoregional treatment

Surgery. Breast-conserving surgery (BCS) is an appropriate
surgical option for most patients with breast cancer. For
patients undergoing BCS, typically with post-operative
radiotherapy (RT), also known as breast-conserving ther-
apy (BCT), optimal oncological and cosmetic outcomes are
important. It is, therefore, recommended that breast sur-
geons should either work with plastic surgeons or be
trained in oncoplastic approaches themselves. Shared de-
cision making should be facilitated using appropriate
patient-oriented information tools.5

Margin status should be reported; for invasive cancer, no
tumour at the inked margin is required; for in situ disease,
"2 mm is preferred.6

Marking the tumour bed with clips facilitates an accurate
planning of either the radiation boost field or for partial
breast irradiation, if indicated.7 The aim should be to ach-
ieve local recurrence rates of <0.5% per year and #5%
overall per 5 years. Nipple-sparing mastectomy and skin-
sparing mastectomy are generally considered oncologically
safe while improving cosmetic outcomes for cases where
primary breast conservation cannot be achieved.

Immediate or delayed breast reconstruction should be
offered to most women requiring mastectomy. Oncological
reasons to advise against immediate reconstruction include
inflammatory breast cancer or situations where the risk of
locoregional recurrence is high to avoid delays in initiating
post-operative RT.8 Autologous tissue-based reconstructive

Figure 2. EBC treatment overview.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy.
ALN, axillary lymph node; c, clinical; ChT, chemotherapy; CPG, Clinical Practice Guideline; DCIS, ductal carcinoma in situ; EBC, early breast cancer; ET, endocrine
therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; N, node; OFS, ovarian function suppression; T, tumour; TNBC, triple-negative breast
cancer; RT, radiotherapy.
aSee Figure 3 for management of ALN involvement and Figures 4-7 for systemic therapy according to breast cancer subtype. Recommendations for special situations
(elderly patients, male breast cancer and DCIS) are described in the CPG text.
bBisphosphonates are approved for treating bone metastases and osteoporosis and not for prevention of relapse.
cIf ChT is indicated it may be given in the neoadjuvant setting.
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available at https://doi.org/10.1016/j.annonc.2023.11.016,
provides an overview of adjuvant therapy for patients with
HR-positive, HER2-negative EBC.

HR-positive, HER2-negative tumours are the most com-
mon type of EBC, accounting for >70% of all cases world-
wide. Risk factors for recurrence of HR-positive cancers are
well established (see the ‘Screening, diagnosis, pathology
and molecular biology’ section of this guideline).

Treatment is individualised based on tumour stage and
biology [subtype (Supplementary Material Section 4, avail-
able at https://doi.org/10.1016/j.annonc.2023.11.016,

provides details on subtype classification)], menopausal
status and the several classes of therapeutic interventions
available, including ET, ChT and targeted therapy. Although
the relative benefit of ChT and ET might be the same in
different subgroups, the absolute benefit depends on the
individual risk of recurrence. The absolute benefit should be
considered in conjunction with the side-effects of each
treatment in an informed decision-making process with the
patient.

Anatomic risk variables (tumour size, nodal status) do not
influence treatment sensitivity or the relative benefit from

Figure 5. Systemic treatment of HR-positive, HER2-negative EBC.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy; dashed line: optional recommendation.
ChT, chemotherapy; CPS þ EG, pretreatment clinical stage and post-treatment pathological stage, estrogen receptor and tumour grade; EBC, early breast cancer; EMA,
European Medicines Agency; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets; ET, endocrine therapy; FDA, Food and Drug Administration; gBRCA1/2,
germline BRCA1/2; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; m, mutation; MCBS, ESMO-Magnitude of Clinical Benefit Scale; N, node;
pCR, pathological complete response; wt, wild type.
aSee Figure 2 for the role of surgery in HR-positive, HER2-negative EBC.
bStage N1 with primary tumour >5 cm, and/or grade 3 and/or Ki-67 "20%.
cESMO-MCBS v1.1115 was used to calculate scores for new therapies/indications approved by the EMA or FDA. The scores have been calculated and validated by the
ESMO-MCBS Working Group and reviewed by the authors (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms).
dIf gBRCA1/2 testing is appropriate and feasible.
ePatients with HR-positive tumours and non-pCR after neoadjuvant ChT require a CPS þ EG score "3 to receive olaparib.118
fESCAT scores apply to alterations from genomic-driven analyses only. These scores have been defined by the guideline authors and assisted as needed by the ESMO
Translational Research and Precision Medicine Working Group.114 See Supplementary Table S7, available at https://doi.org/10.1016/j.annonc.2023.11.016, for more
information on ESCAT scores.
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offered to most women requiring mastectomy. Oncological
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Figure 2. EBC treatment overview.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy.
ALN, axillary lymph node; c, clinical; ChT, chemotherapy; CPG, Clinical Practice Guideline; DCIS, ductal carcinoma in situ; EBC, early breast cancer; ET, endocrine
therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; N, node; OFS, ovarian function suppression; T, tumour; TNBC, triple-negative breast
cancer; RT, radiotherapy.
aSee Figure 3 for management of ALN involvement and Figures 4-7 for systemic therapy according to breast cancer subtype. Recommendations for special situations
(elderly patients, male breast cancer and DCIS) are described in the CPG text.
bBisphosphonates are approved for treating bone metastases and osteoporosis and not for prevention of relapse.
cIf ChT is indicated it may be given in the neoadjuvant setting.
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CM localizado RH+/Her2-. “Instructiones salamantínae 2025”

1. Cirugía mama y axila

2. Neoadyuvancia/adyuvancia

3. Quimioterapia

4. HT: duración y papel de la SFO 

5. ¿Cuándo añadir iCK4/6 o iPARP?

Loibl S, et al. Ann Oncol. 2024



1. ¿Podemos omitir la cirugía axila en CM RE+/Her2- localizado?

A. Sí, en pacientes similares a las incluidas en los estudios (> 60 años, cT1N0 

con eco axilar, histología ductal, g1-2)

B. No, mejora control local y es imprescindible para la toma de decisiones 

sobre tto adyuvante (QT, HT, iCK4/6) y RT 
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anticancer therapy.
ALN, axillary lymph node; c, clinical; ChT, chemotherapy; CPG, Clinical Practice Guideline; DCIS, ductal carcinoma in situ; EBC, early breast cancer; ET, endocrine
therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; N, node; OFS, ovarian function suppression; T, tumour; TNBC, triple-negative breast
cancer; RT, radiotherapy.
aSee Figure 3 for management of ALN involvement and Figures 4-7 for systemic therapy according to breast cancer subtype. Recommendations for special situations
(elderly patients, male breast cancer and DCIS) are described in the CPG text.
bBisphosphonates are approved for treating bone metastases and osteoporosis and not for prevention of relapse.
cIf ChT is indicated it may be given in the neoadjuvant setting.
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HR-positive, HER2-negative tumours are the most com-
mon type of EBC, accounting for >70% of all cases world-
wide. Risk factors for recurrence of HR-positive cancers are
well established (see the ‘Screening, diagnosis, pathology
and molecular biology’ section of this guideline).

Treatment is individualised based on tumour stage and
biology [subtype (Supplementary Material Section 4, avail-
able at https://doi.org/10.1016/j.annonc.2023.11.016,

provides details on subtype classification)], menopausal
status and the several classes of therapeutic interventions
available, including ET, ChT and targeted therapy. Although
the relative benefit of ChT and ET might be the same in
different subgroups, the absolute benefit depends on the
individual risk of recurrence. The absolute benefit should be
considered in conjunction with the side-effects of each
treatment in an informed decision-making process with the
patient.

Anatomic risk variables (tumour size, nodal status) do not
influence treatment sensitivity or the relative benefit from

Figure 5. Systemic treatment of HR-positive, HER2-negative EBC.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy; dashed line: optional recommendation.
ChT, chemotherapy; CPS þ EG, pretreatment clinical stage and post-treatment pathological stage, estrogen receptor and tumour grade; EBC, early breast cancer; EMA,
European Medicines Agency; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets; ET, endocrine therapy; FDA, Food and Drug Administration; gBRCA1/2,
germline BRCA1/2; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; m, mutation; MCBS, ESMO-Magnitude of Clinical Benefit Scale; N, node;
pCR, pathological complete response; wt, wild type.
aSee Figure 2 for the role of surgery in HR-positive, HER2-negative EBC.
bStage N1 with primary tumour >5 cm, and/or grade 3 and/or Ki-67 "20%.
cESMO-MCBS v1.1115 was used to calculate scores for new therapies/indications approved by the EMA or FDA. The scores have been calculated and validated by the
ESMO-MCBS Working Group and reviewed by the authors (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms).
dIf gBRCA1/2 testing is appropriate and feasible.
ePatients with HR-positive tumours and non-pCR after neoadjuvant ChT require a CPS þ EG score "3 to receive olaparib.118
fESCAT scores apply to alterations from genomic-driven analyses only. These scores have been defined by the guideline authors and assisted as needed by the ESMO
Translational Research and Precision Medicine Working Group.114 See Supplementary Table S7, available at https://doi.org/10.1016/j.annonc.2023.11.016, for more
information on ESCAT scores.
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patients undergoing BCS, typically with post-operative
radiotherapy (RT), also known as breast-conserving ther-
apy (BCT), optimal oncological and cosmetic outcomes are
important. It is, therefore, recommended that breast sur-
geons should either work with plastic surgeons or be
trained in oncoplastic approaches themselves. Shared de-
cision making should be facilitated using appropriate
patient-oriented information tools.5

Margin status should be reported; for invasive cancer, no
tumour at the inked margin is required; for in situ disease,
"2 mm is preferred.6

Marking the tumour bed with clips facilitates an accurate
planning of either the radiation boost field or for partial
breast irradiation, if indicated.7 The aim should be to ach-
ieve local recurrence rates of <0.5% per year and #5%
overall per 5 years. Nipple-sparing mastectomy and skin-
sparing mastectomy are generally considered oncologically
safe while improving cosmetic outcomes for cases where
primary breast conservation cannot be achieved.
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offered to most women requiring mastectomy. Oncological
reasons to advise against immediate reconstruction include
inflammatory breast cancer or situations where the risk of
locoregional recurrence is high to avoid delays in initiating
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Figure 2. EBC treatment overview.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy.
ALN, axillary lymph node; c, clinical; ChT, chemotherapy; CPG, Clinical Practice Guideline; DCIS, ductal carcinoma in situ; EBC, early breast cancer; ET, endocrine
therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; N, node; OFS, ovarian function suppression; T, tumour; TNBC, triple-negative breast
cancer; RT, radiotherapy.
aSee Figure 3 for management of ALN involvement and Figures 4-7 for systemic therapy according to breast cancer subtype. Recommendations for special situations
(elderly patients, male breast cancer and DCIS) are described in the CPG text.
bBisphosphonates are approved for treating bone metastases and osteoporosis and not for prevention of relapse.
cIf ChT is indicated it may be given in the neoadjuvant setting.
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CM localizado RH+/Her2-. “Customizando Salmantinae guidelines”

1. Cirugía mama y axila

2. Neoadyuvancia/adyuvancia

3. Quimioterapia

4. TE: duración y papel de la SFO 

5. ¿Cuándo añadir iCK4/6 o iPARP?

Loibl S, et al. Ann Oncol. 2024

 Objetivos de la cirugía axilar

- Supervivencia

- Control local

- Estadificación

- Determinar tratamiento adyuvante



Omission of SLNB in Patients < 70 years

Trial Country # Patients Inclusion Randomization Endpoints

SOUND
2012-2021 Italy 1560 BCS+XRT

cT1N0
SLNB

Observation DDFS

INSEMA
2015-2024 Germany 5505 BCS+XRT

cT1-2N0

Observation
SLNB
    ↓

1-3 SLN macromet
ALND vs no ALND

5 year iDFS

BOOG 2013-08 Netherlands 1644 BCS+XRT
cT1-2N0

SLNB
Observation

Regional 
recurrence (up to 

10 years)

NAUTILUS Korea 1734 BCS+XRT
cT1-2N0

SLNB
Observation 5-year iDFS

Mittendorf E.A, SABCS2024

Non-inferiority



SOUND INSEMA

SOUND Trial – Primary Endpoint

Gentilini OD et al. JAMA Oncol. 2023;9(11):1557-1564

Distant Disease-Free Survival
Median follow-up = 5.7 years

5-yr DDFS
• SLNB   97.7%
• No ax surg  98.0%

Primary Endpoint: Non-Inferiority 5-yr DDFS: HR 
0.84; 90% CI: 0.45-1.54; p=.024

 Median age 60 years
 78% peri- or postmenopausal
 51% cT1c
 88% HR+/HER2-

INSEMA – iDFS

Reimer T et al. SABCS. 2024 GS2-07

SLNB 5 yrs 91.7%

no SLNB 5 yrs 91.9%

Median F/U:
73.6 months (6.1 years) Non-inferiority confirmed

95% CI of HR <1.271 

Gentillini OD, et al. JAMA Oncol 2023 Reimer T et al. SABCS. 2024

 Median age 62 yrs
 <10% < 50 yrs
 90.4% T ≤ 2cm
 95.2% HR+/HER2

Omission of SLNB



2. ¿Considero el papel de la QT neoadyuvante?

A. Sí, en pacientes premenopáusicas, alto riesgo, localmente avanzado, RE bajo…

B. No, no veo grandes beneficios y prefiero toda la información de inicio



2. ¿Considero HT neoadyuvante?

A. Sí… ¿Con qué intención?

B. No, no es una estrategia habitual
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high-risk patients and when conventional methods are
inconclusive [II, B].
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General treatment principles

The recommendations in this guideline provide a frame-
work to promote optimal patient care. However, treatment
decisions for each patient should be based on an individual
riskebenefit analysis considering patient/disease charac-
teristics, comorbidities and patient preferences. All treat-
ment decisions should be made as part of a shared
decision-making process with the patient. Clinical trial
participation is preferred whenever available.

Supplementary Material Section 6, available at https://
doi.org/10.1016/j.annonc.2023.11.016, provides further
details on general treatment principles.

For a general overview of EBC management, see Figure 2.

Patient communication and shared decision making

Supplementary Material Section 7, available at https://doi.
org/10.1016/j.annonc.2023.11.016, provides details on pa-
tient communication and shared decision making.

Locoregional treatment

Surgery. Breast-conserving surgery (BCS) is an appropriate
surgical option for most patients with breast cancer. For
patients undergoing BCS, typically with post-operative
radiotherapy (RT), also known as breast-conserving ther-
apy (BCT), optimal oncological and cosmetic outcomes are
important. It is, therefore, recommended that breast sur-
geons should either work with plastic surgeons or be
trained in oncoplastic approaches themselves. Shared de-
cision making should be facilitated using appropriate
patient-oriented information tools.5

Margin status should be reported; for invasive cancer, no
tumour at the inked margin is required; for in situ disease,
"2 mm is preferred.6

Marking the tumour bed with clips facilitates an accurate
planning of either the radiation boost field or for partial
breast irradiation, if indicated.7 The aim should be to ach-
ieve local recurrence rates of <0.5% per year and #5%
overall per 5 years. Nipple-sparing mastectomy and skin-
sparing mastectomy are generally considered oncologically
safe while improving cosmetic outcomes for cases where
primary breast conservation cannot be achieved.

Immediate or delayed breast reconstruction should be
offered to most women requiring mastectomy. Oncological
reasons to advise against immediate reconstruction include
inflammatory breast cancer or situations where the risk of
locoregional recurrence is high to avoid delays in initiating
post-operative RT.8 Autologous tissue-based reconstructive

Figure 2. EBC treatment overview.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy.
ALN, axillary lymph node; c, clinical; ChT, chemotherapy; CPG, Clinical Practice Guideline; DCIS, ductal carcinoma in situ; EBC, early breast cancer; ET, endocrine
therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; N, node; OFS, ovarian function suppression; T, tumour; TNBC, triple-negative breast
cancer; RT, radiotherapy.
aSee Figure 3 for management of ALN involvement and Figures 4-7 for systemic therapy according to breast cancer subtype. Recommendations for special situations
(elderly patients, male breast cancer and DCIS) are described in the CPG text.
bBisphosphonates are approved for treating bone metastases and osteoporosis and not for prevention of relapse.
cIf ChT is indicated it may be given in the neoadjuvant setting.

Annals of Oncology S. Loibl et al.

162 https://doi.org/10.1016/j.annonc.2023.11.016 Volume 35 - Issue 2 - 2024

available at https://doi.org/10.1016/j.annonc.2023.11.016,
provides an overview of adjuvant therapy for patients with
HR-positive, HER2-negative EBC.

HR-positive, HER2-negative tumours are the most com-
mon type of EBC, accounting for >70% of all cases world-
wide. Risk factors for recurrence of HR-positive cancers are
well established (see the ‘Screening, diagnosis, pathology
and molecular biology’ section of this guideline).

Treatment is individualised based on tumour stage and
biology [subtype (Supplementary Material Section 4, avail-
able at https://doi.org/10.1016/j.annonc.2023.11.016,

provides details on subtype classification)], menopausal
status and the several classes of therapeutic interventions
available, including ET, ChT and targeted therapy. Although
the relative benefit of ChT and ET might be the same in
different subgroups, the absolute benefit depends on the
individual risk of recurrence. The absolute benefit should be
considered in conjunction with the side-effects of each
treatment in an informed decision-making process with the
patient.

Anatomic risk variables (tumour size, nodal status) do not
influence treatment sensitivity or the relative benefit from

Figure 5. Systemic treatment of HR-positive, HER2-negative EBC.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy; dashed line: optional recommendation.
ChT, chemotherapy; CPS þ EG, pretreatment clinical stage and post-treatment pathological stage, estrogen receptor and tumour grade; EBC, early breast cancer; EMA,
European Medicines Agency; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets; ET, endocrine therapy; FDA, Food and Drug Administration; gBRCA1/2,
germline BRCA1/2; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; m, mutation; MCBS, ESMO-Magnitude of Clinical Benefit Scale; N, node;
pCR, pathological complete response; wt, wild type.
aSee Figure 2 for the role of surgery in HR-positive, HER2-negative EBC.
bStage N1 with primary tumour >5 cm, and/or grade 3 and/or Ki-67 "20%.
cESMO-MCBS v1.1115 was used to calculate scores for new therapies/indications approved by the EMA or FDA. The scores have been calculated and validated by the
ESMO-MCBS Working Group and reviewed by the authors (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms).
dIf gBRCA1/2 testing is appropriate and feasible.
ePatients with HR-positive tumours and non-pCR after neoadjuvant ChT require a CPS þ EG score "3 to receive olaparib.118
fESCAT scores apply to alterations from genomic-driven analyses only. These scores have been defined by the guideline authors and assisted as needed by the ESMO
Translational Research and Precision Medicine Working Group.114 See Supplementary Table S7, available at https://doi.org/10.1016/j.annonc.2023.11.016, for more
information on ESCAT scores.
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! [18F]2-fluoro-2-deoxy-D-glucose (FDG)epositron emis-
sion tomography (PET)eCT scanning may be used
instead of CT and bone scintigraphy particularly for
high-risk patients and when conventional methods are
inconclusive [II, B].

MANAGEMENT OF EBC

General treatment principles

The recommendations in this guideline provide a frame-
work to promote optimal patient care. However, treatment
decisions for each patient should be based on an individual
riskebenefit analysis considering patient/disease charac-
teristics, comorbidities and patient preferences. All treat-
ment decisions should be made as part of a shared
decision-making process with the patient. Clinical trial
participation is preferred whenever available.

Supplementary Material Section 6, available at https://
doi.org/10.1016/j.annonc.2023.11.016, provides further
details on general treatment principles.

For a general overview of EBC management, see Figure 2.

Patient communication and shared decision making

Supplementary Material Section 7, available at https://doi.
org/10.1016/j.annonc.2023.11.016, provides details on pa-
tient communication and shared decision making.

Locoregional treatment

Surgery. Breast-conserving surgery (BCS) is an appropriate
surgical option for most patients with breast cancer. For
patients undergoing BCS, typically with post-operative
radiotherapy (RT), also known as breast-conserving ther-
apy (BCT), optimal oncological and cosmetic outcomes are
important. It is, therefore, recommended that breast sur-
geons should either work with plastic surgeons or be
trained in oncoplastic approaches themselves. Shared de-
cision making should be facilitated using appropriate
patient-oriented information tools.5

Margin status should be reported; for invasive cancer, no
tumour at the inked margin is required; for in situ disease,
"2 mm is preferred.6

Marking the tumour bed with clips facilitates an accurate
planning of either the radiation boost field or for partial
breast irradiation, if indicated.7 The aim should be to ach-
ieve local recurrence rates of <0.5% per year and #5%
overall per 5 years. Nipple-sparing mastectomy and skin-
sparing mastectomy are generally considered oncologically
safe while improving cosmetic outcomes for cases where
primary breast conservation cannot be achieved.

Immediate or delayed breast reconstruction should be
offered to most women requiring mastectomy. Oncological
reasons to advise against immediate reconstruction include
inflammatory breast cancer or situations where the risk of
locoregional recurrence is high to avoid delays in initiating
post-operative RT.8 Autologous tissue-based reconstructive

Figure 2. EBC treatment overview.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy.
ALN, axillary lymph node; c, clinical; ChT, chemotherapy; CPG, Clinical Practice Guideline; DCIS, ductal carcinoma in situ; EBC, early breast cancer; ET, endocrine
therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; N, node; OFS, ovarian function suppression; T, tumour; TNBC, triple-negative breast
cancer; RT, radiotherapy.
aSee Figure 3 for management of ALN involvement and Figures 4-7 for systemic therapy according to breast cancer subtype. Recommendations for special situations
(elderly patients, male breast cancer and DCIS) are described in the CPG text.
bBisphosphonates are approved for treating bone metastases and osteoporosis and not for prevention of relapse.
cIf ChT is indicated it may be given in the neoadjuvant setting.
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2. Tto neoadyuvante en CM localizado RH+/Her2-

Loibl S, et al. Ann Oncol. 2024

 Facilitar cirugía conservadora y axilar

 Evaluar biología tumoral y de pronóstico

 Determinar terapia adyuvante

Luminal B:

- Taxanos; antracicilinas

- ↑ BCS y pCR (10-25%)

Luminal A:

- Unfit para QT

- Inhibidor de aromatasa

- ↑ BCS, con pCR aprox 5-10%

- Test de hormonosensibilidad (↓Ki67↑SLEi. 

POETIC) (↓Ki67 y RS. ADAPT)





 pCR rates were low and similar (5.7% vs 7.1%)

 ET-response rates were low with tamoxifen and 

about 80% with Al (+/- GnRH)

 CTx benefit may be limited in intermediate risk

 pCR in HR+/HER2- is not consistently prognostic

 Will these findings translate into iDFS or dDFS?

Can the combination of CK 4/6 inhibitors with ET replace CT?

¿IA-iCDK 4/6 puede ser una opción en ancianas, intolerancia a qt?

 la tasa de rpta es muy superior a HT



Current evidence on IO in Early ER+ BC

  T1c (2 cm only)-T2, 
cN1–cN2 or T3-T4, cN0-
cN2 

 Grade 3 with ER ≥ 1% or 
grade 2 with ER 1–10%

 Treatment-naive

S

S

NIVO 360 mg Q3W + PTX QW 
NIVO 360 mg Q3W + AC Q3W or 2W

NIVO 480 mg 
Q4W + ET

NIVO PBO Q3W + PTX QW
NIVO PBO Q3W + AC Q3W or 2W

NIVO PBO + 
ET

CheckMate 7FL2 

  T1c-T2  cN1-2 or T3-
4 cN0-2

 ER+/HER2- grade 3
 Treatment-naive

S

N=1278
1:1

Placebo Q3W
Paclitaxel x 12 →
Placebo + AC x 4

Pembro 200 mg Q3W
Paclitaxel x 12 →
Pembro 200 mg + 

ACx 4

S

Pembro 200 mg x 6 
m

ET up to 10 years

Placebo 6 m 
ET up to 10 

years

KEYNOTE-7561

Primary Endpoints
 pCR (ypT0/Tis ypN0)
 EFS

Primary Endpoints
 pCR (ypT0/Tis ypN0)

N=510
1:1

Different PD-L1 assays: 
- KN756: 22C3 CPS
- 7FL: SP142 (28-8 CPS in biomarker analysis)

1. Cardoso F, et al. ESMO 2023 2. Loi S, et al. SABCS 2023



O’Shaughnessy J, et al. SABCS 2023 Loi S, et al. SABCS 2023

pCR and RCB 0–1 by tumor ER expression

23

aTumor grade as per the eCRF. eCRF, electronic case report form; ER, estrogen receptor; NACT, neoadjuvant chemotherapy; NIVO, nivolumab; no, subpopulation total; PBO, placebo;
pCR, pathological complete response; RCB, residual cancer burden.

CheckMate 7FL
San Antonio Breast 

Cancer Symposium®, 
December 5-9, 2023
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Tratamiento sistémico en CM localizado RH+/Her2-

1. Cirugía axilar

2. QT

3. HT: duración y papel de la SFO 

4. ¿Cuándo añadir iCK4/6 o iPARP?

 CM ”luminal B”

 Alto riesgo según estadio anatómico

 En casos con incertidumbre valorar 

plataforma genómica

available at https://doi.org/10.1016/j.annonc.2023.11.016,
provides an overview of adjuvant therapy for patients with
HR-positive, HER2-negative EBC.

HR-positive, HER2-negative tumours are the most com-
mon type of EBC, accounting for >70% of all cases world-
wide. Risk factors for recurrence of HR-positive cancers are
well established (see the ‘Screening, diagnosis, pathology
and molecular biology’ section of this guideline).

Treatment is individualised based on tumour stage and
biology [subtype (Supplementary Material Section 4, avail-
able at https://doi.org/10.1016/j.annonc.2023.11.016,

provides details on subtype classification)], menopausal
status and the several classes of therapeutic interventions
available, including ET, ChT and targeted therapy. Although
the relative benefit of ChT and ET might be the same in
different subgroups, the absolute benefit depends on the
individual risk of recurrence. The absolute benefit should be
considered in conjunction with the side-effects of each
treatment in an informed decision-making process with the
patient.

Anatomic risk variables (tumour size, nodal status) do not
influence treatment sensitivity or the relative benefit from

Figure 5. Systemic treatment of HR-positive, HER2-negative EBC.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy; dashed line: optional recommendation.
ChT, chemotherapy; CPS þ EG, pretreatment clinical stage and post-treatment pathological stage, estrogen receptor and tumour grade; EBC, early breast cancer; EMA,
European Medicines Agency; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets; ET, endocrine therapy; FDA, Food and Drug Administration; gBRCA1/2,
germline BRCA1/2; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; m, mutation; MCBS, ESMO-Magnitude of Clinical Benefit Scale; N, node;
pCR, pathological complete response; wt, wild type.
aSee Figure 2 for the role of surgery in HR-positive, HER2-negative EBC.
bStage N1 with primary tumour >5 cm, and/or grade 3 and/or Ki-67 "20%.
cESMO-MCBS v1.1115 was used to calculate scores for new therapies/indications approved by the EMA or FDA. The scores have been calculated and validated by the
ESMO-MCBS Working Group and reviewed by the authors (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms).
dIf gBRCA1/2 testing is appropriate and feasible.
ePatients with HR-positive tumours and non-pCR after neoadjuvant ChT require a CPS þ EG score "3 to receive olaparib.118
fESCAT scores apply to alterations from genomic-driven analyses only. These scores have been defined by the guideline authors and assisted as needed by the ESMO
Translational Research and Precision Medicine Working Group.114 See Supplementary Table S7, available at https://doi.org/10.1016/j.annonc.2023.11.016, for more
information on ESCAT scores.
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3. ¿Has incorporado la determinación de hormona anti-Mülleriana en el momento de indicar QT?

A. Sí

B. NO… 

¿pero te gustaría disponer de este dato?



3. ¿Alto riesgo candidata a QT, determino esquema por plataforma 

genómica?

A. Sí, valorando en menor medida estadio anatómico

B. NO, únicamente añado antraciclinas con mayor afectación axilar



Biomarkers for Adjuvant ET and CT for HR+/HER2- EBC
ASCO Guidelines: Andre F, et al. J Clin Oncol. 2022

s ER-positive, HER2-negative disease, for a newly
diagnosed cancer or in the extended setting

s HER2-positive disease (ER-positive or -negative)
s TNBC (ER-negative, progesterone receptor [PR]–
negative, and HER2-negative)

s Clinical risk and menopausal status or age
• Publications were included if they reported rigorously

conducted systematic reviews (with or without meta-
analyses), RCTs, and retrospective biomarker analyses
of samples from completed prospective RCTs

Articles were excluded from the systematic review if they
were (1) meeting abstracts not subsequently published in
peer-reviewed journals; (2) editorials, commentaries, let-
ters, news articles, case reports, and narrative reviews; and
(3) published in a non-English language. The guideline
recommendations are crafted, in part, using the Guidelines
Into Decision Support (GLIDES) methodology and ac-
companying BRIDGE-Wiz software.4 In addition, a

guideline implementability review was conducted. On the
basis of the implementability review, revisions weremade to
the draft to clarify recommended actions for clinical
practice. Ratings for the type and strength of recommen-
dation, and evidence quality are provided with each rec-
ommendation (Appendix Tables A2 and A3).

The ASCO Expert Panel and guidelines staff will work with
cochairs to keep abreast of any substantive updates to the
guideline. On the basis of formal review of the emerging
literature, ASCO will determine the need to update. The
ASCO Guidelines Methodology Manual (available at
www.asco.org/guideline-methodology) provides additional
information about the guideline update process. This is the
most recent information as of the publication date.

In contrast to previous guidelines, we refer to potentially
endocrine therapy sensitive cancers as ER1 regardless of
PR status. PR positivity in the absence of ER positivity is

Women with early-stage invasive breast cancer

HER2 POS HER2 NEG

ER POS ER NEG

Node NEG Node POS

Postmenopausal
or age > 50 years 

1-3 node POS ≥ 4  node POS

Node NEG Node POS

High quality of evidence/strong strength of recommendation 

Intermediate quality of evidence/strong strength of recommendation 

Intermediate quality of evidence/moderate strength of recommendation 

Oncotype DX
uPA and PAI-1d

Insufficient 
evidence to 

recommend a 
biomarker for use

Oncotype DX
MammaPrinta

EndoPredict
Prosigna

Ki67b

IHC4b

BCIc

uPA and PAI-1d

Oncotype DX
MammaPrinta

Ki67b

EndoPredict
IHC4b

BCIc

Insufficient 
evidence to 

recommend a 
biomarker for use

Premenopausal 
or age ≤ 50 years

No mature evidence to
recommend use of any other

biomarker for this patient
population

No mature evidence to 
recommend use of any other

biomarker for this patient
population

FIG 1. Algorithm on biomarkers to guide decisions on adjuvant endocrine and chemotherapy. aOnly in patients with high clinical risk per MINDACT
categorization. bOnly if locally validated and together with other parameters in patients who do not have access to genomic tests. cMay also be offered to
patients who received 5 years of endocrine therapy without evidence of recurrence. dThis biomarker is no longer in use. BCI, Breast Cancer Index; ER,
estrogen receptor; HER2, human epidermal growth factor receptor 2; IHC4, immunohistochemistry 4; NEG, negative; PAI-1, plasminogen activator
inhibitor-1; POS, positive; uPA, Urokinase plasminogen activator.
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s ER-positive, HER2-negative disease, for a newly
diagnosed cancer or in the extended setting

s HER2-positive disease (ER-positive or -negative)
s TNBC (ER-negative, progesterone receptor [PR]–
negative, and HER2-negative)

s Clinical risk and menopausal status or age
• Publications were included if they reported rigorously

conducted systematic reviews (with or without meta-
analyses), RCTs, and retrospective biomarker analyses
of samples from completed prospective RCTs

Articles were excluded from the systematic review if they
were (1) meeting abstracts not subsequently published in
peer-reviewed journals; (2) editorials, commentaries, let-
ters, news articles, case reports, and narrative reviews; and
(3) published in a non-English language. The guideline
recommendations are crafted, in part, using the Guidelines
Into Decision Support (GLIDES) methodology and ac-
companying BRIDGE-Wiz software.4 In addition, a

guideline implementability review was conducted. On the
basis of the implementability review, revisions weremade to
the draft to clarify recommended actions for clinical
practice. Ratings for the type and strength of recommen-
dation, and evidence quality are provided with each rec-
ommendation (Appendix Tables A2 and A3).

The ASCO Expert Panel and guidelines staff will work with
cochairs to keep abreast of any substantive updates to the
guideline. On the basis of formal review of the emerging
literature, ASCO will determine the need to update. The
ASCO Guidelines Methodology Manual (available at
www.asco.org/guideline-methodology) provides additional
information about the guideline update process. This is the
most recent information as of the publication date.

In contrast to previous guidelines, we refer to potentially
endocrine therapy sensitive cancers as ER1 regardless of
PR status. PR positivity in the absence of ER positivity is

Women with early-stage invasive breast cancer

HER2 POS HER2 NEG

ER POS ER NEG

Node NEG Node POS

Postmenopausal
or age > 50 years 

1-3 node POS ≥ 4  node POS

Node NEG Node POS

High quality of evidence/strong strength of recommendation 

Intermediate quality of evidence/strong strength of recommendation 

Intermediate quality of evidence/moderate strength of recommendation 

Oncotype DX
uPA and PAI-1d

Insufficient 
evidence to 

recommend a 
biomarker for use
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EndoPredict
Prosigna

Ki67b

IHC4b

BCIc
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BCIc

Insufficient 
evidence to 

recommend a 
biomarker for use

Premenopausal 
or age ≤ 50 years

No mature evidence to
recommend use of any other

biomarker for this patient
population

No mature evidence to 
recommend use of any other

biomarker for this patient
population

FIG 1. Algorithm on biomarkers to guide decisions on adjuvant endocrine and chemotherapy. aOnly in patients with high clinical risk per MINDACT
categorization. bOnly if locally validated and together with other parameters in patients who do not have access to genomic tests. cMay also be offered to
patients who received 5 years of endocrine therapy without evidence of recurrence. dThis biomarker is no longer in use. BCI, Breast Cancer Index; ER,
estrogen receptor; HER2, human epidermal growth factor receptor 2; IHC4, immunohistochemistry 4; NEG, negative; PAI-1, plasminogen activator
inhibitor-1; POS, positive; uPA, Urokinase plasminogen activator.
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“Premenopausal” < 55 years with low AMH have no IDFS benefit with chemotherapy



PRESENTED BY: Joyce O’Shaughnessy, MD, Texas Oncology, Sarah Cannon Research Institute

MammaPrint High 2 may be associated with benefit 
from anthracycline therapy

25

Chemotherapy Regimen High 1 High 2
TC  (N=386) 97.1% (95.1 - 99.2) 86.4% (74.2 - 100.0)
AC-T/TAC  (N=228) 95.3% (91.8 - 98.8) 97.7% (93.4 - 100.0)
Difference in 3-yr RFS -1.8% 11.3%

• Similar 3-yr RFS rates for High 1 
patients treated with AC-T or TC

• Higher 3-yr RFS rate for High 2 
patients treated with AC-T than 
with TC

Patients not randomized to TC vs AC-T 
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Chemotherapy Regimen High 1 High 2
TC  (N=386) 97.1% (95.1 - 99.2) 86.4% (74.2 - 100.0)
AC-T/TAC  (N=228) 95.3% (91.8 - 98.8) 97.7% (93.4 - 100.0)
Difference in 3-yr RFS -1.8% 11.3%

• Similar 3-yr RFS rates for High 1 
patients treated with AC-T or TC

• Higher 3-yr RFS rate for High 2 
patients treated with AC-T than 
with TC

Patients not randomized to TC vs AC-T 

MammaPrint High 2 benefits from anthracycline therapy

 High1: similar 3-yr RFS rates for with AC-T or TC

 High2: Higher 3-yr RFS rates for with AC-T than TC



Anthracycline improves DRFI at 5 yrs if RS ≥ 31

Chen et al. SABCS 2024



4. HT adyuvante en cáncer de mama

outcomes, especially for patients with ALN involvement.
Modern locoregional RT, based on CT-planned locoregional
targets, will result in reduced recurrence with the main
effect being on distant recurrence. RT has been shown to
significantly reduce breast cancer mortality [rate ratio 0.87,
95% confidence interval (CI) 0.80-0.94, P ¼ 0.0010], with no
significant effect on non-breast-cancer mortality (0.97, 0.84-
1.11, P ¼ 0.63), leading to significantly reduced all-cause
mortality (0.90, 0.84-0.96, P ¼ 0.0022).32

In the case of PST, indications and target volumes can be
individualised based on the clinical tumour stage combined
with the tumour response. The ESTRO guidelines for target
volume delineation in breast cancer precisely describe the
LN location to be treated, specifying that in regionally
advanced disease, individualisation is required.33

After ALND, the resected part of the axilla should not be
irradiated, except in cases of clear residual disease after
surgery. After a positive SLNB without subsequent ALND,
regional RT is advised, the extent being defined by other
risk factors (e.g. lowest risk: no RT; intermediate risk:
exclusive level 1-2 RT; highest risk: full level 1-4 RT including
the internal mammary nodes).25,31,34

RT and breast reconstruction. PMRT can be administered
after immediate breast reconstruction. Better outcomes are
usually obtained with autologous tissue reconstruction.9

RT doses and fractionation. Doses used for local and/or
regional adjuvant irradiation have historically been 45-50 Gy
in 25-28 fractions of 1.8-2.0 Gy with a typical boost dose of
10-16 Gy in 2 Gy single doses. Moderate hypofractionation
(e.g. 15-16 fractions of 2.50-2.67 Gy single dose) has shown
equivalent effectiveness and comparable side-effects. The
FAST-Forward trial demonstrated that after 6 years’ median

follow-up, ultra-hypofractionation of 26 Gy in five fractions
in 1 week results in the same oncological and safety out-
comes for breast and chest wall irradiation.35 In terms of
outcomes after ultra-hypofractionation for locoregional RT,
data from a prospective sub-study are awaited. The ESTRO
Advisory Committee in Radiation Oncology Practice
consensus recommends shorter regimens whenever indi-
cated.29 Another ultra-hypofractionation regimen using
fraction sizes of 5.7-6.0 Gy, delivered once a week over 5
weeks, can be used for frail patients with difficulties of daily
transportation.36

(Neo)adjuvant systemic treatment

General aspects of systemic therapy. The decision
regarding systemic treatment should be based on the op-
portunities for pathological response-guided post-operative
systemic therapy and the benefit from its use as well as an
individual’s risk of relapse and predicted sensitivity to
treatment types. The final decision should also incorporate
the short- and long-term toxicities and the patient’s bio-
logical age, general health status, comorbidities and pref-
erences. Neoadjuvant therapy should start as soon as
diagnosis and staging are completed (ideally within 2-4
weeks). Adjuvant systemic therapy should be started
without undue delays (ideally within 4-6 weeks), as data
show a decrease in efficacy when it is administered >12
weeks after surgery.37 Whenever systemic adjuvant ChT is
indicated, neoadjuvant use of the same regimen can also be
considered. ET should be used in all patients with HR-
positive breast cancer unless contraindicated.38

HR-positive, HER2-negative EBC. Figures 4 and 5 provide
treatment algorithms and Supplementary Table S5,

Figure 4. Role of adjuvant endocrine therapy in HR-positive EBC.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy.
AI, aromatase inhibitor; EBC, early breast cancer; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; OFS, ovarian function suppression.
aSee Figure 2 for the role of surgery in HR-positive, HER2-negative EBC.
bTamoxifen can be given for lower-risk tumours or if AIs are not tolerated [I, A].

S. Loibl et al. Annals of Oncology
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¿Tamoxifeno en monoterapia es una opción 

adecuada?
A. Sí, bajo riesgo, perfil toxicidad, cumplimiento

B. NO



4. ¿Considero el beneficio de supresión ovárica a través de herramientas 

informáticas?

A. Sí

B. NO, valoro afectación axilar por encima de edad y de plataforma genómica 

¿De forma activa colaboro en el cumplimiento?



¿Tamoxifeno en monoterapia es una opción adecuada?

 IA vs Tam disminuye 3% el riesgo de recaída con un impacto mínimo en mortalidad

 Inconveniente: los efectos secundarios

 Importante seleccionar el tto de mayor cumplimiento
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inhibitor drug, site of fi rst recurrence, entry age, BMI, 
and tumour characteristics: PR status, nodal status, 
tumour diameter, tumour grade, and HER2 status 

(available for only one-third of patients). The recurrence 
RRs were similar with diff erent aromatase inhibitors 
(each p<0·0001), with local recurrence, contralateral 
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Figure 1: 5 years of aromatase inhibitor versus 5 years of tamoxifen
(A) Recurrence, (B) breast cancer mortality, (C) death without recurrence, and (D) death from any cause. RR=rate ratio (with 95% CI). AI=aromatase inhibitor. O–E=observed minus expected. V=variance 
of O–E.
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Figure 1: 5 years of aromatase inhibitor versus 5 years of tamoxifen
(A) Recurrence, (B) breast cancer mortality, (C) death without recurrence, and (D) death from any cause. RR=rate ratio (with 95% CI). AI=aromatase inhibitor. O–E=observed minus expected. V=variance 
of O–E.
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E+OFS > T+OFS > Tam tras QT, mejora SLE y SG

¡¡ Alto riesgo!!¡¡ Efectos secundarios!!

Papel de la supresión ovárica. SOFT trial 12 yrs

Francis PA, et al. J Clin Oncol. 2023

exemestane plus OFS (Fig 1B). There remained very high
rates of freedom from distant recurrence in the no-
chemotherapy cohort, with 12-year DRFI in this cohort of
95.8% with tamoxifen, 95.9% with tamoxifen plus OFS,
and 97.7% with exemestane plus OFS (Data Supplement).
In the prior chemotherapy cohort, 12-year DRFI was 75.1%
with tamoxifen, 77.7% with tamoxifen plus OFS, and
79.6% with exemestane plus OFS.

After a median follow-up of 12 years, there continued to be
a significant improvement in DFS with tamoxifen plus OFS
compared with tamoxifen (HR, 0.82; 95% CI, 0.69 to 0.98;

P 5 .03; Fig 1C). The 12-year DFS was 71.9% with ta-
moxifen, 76.1% with tamoxifen plus OFS, and 79.0% with
exemestane plus OFS (HR, 0.69; 95% CI, 0.57 to 0.83 v
tamoxifen). The 12-year breast cancer–free interval in
women younger than 35 years was 57.0% with tamoxifen
and 71.6% with tamoxifen plus OFS (Data Supplement).

Outcomes in the HER2-Negative Subgroup

Among the predominant subgroup with HER2-negative tu-
mors, the 12-year OS was 87.7% with tamoxifen, 88.8% with
tamoxifen plus OFS, and 90.9% with exemestane plus OFS

20

40

60

80

100

Time Since Random Assignment (years)

121050

T

T + OFS

E + OFS

≥ 5 yr (deaths/pyfu)
HR (95% CI)

No. at risk:

T 427(81 / 6,001)9081,018

T + OFS 455(74 / 6,263)
HR, 0.86 (0.63 to 1.18)

9281,015

E + OFS 439(58 / 6,119)
HR, 0.70 (0.50 to 0.98)

9091,014

12-yr OS
86.8
89.0

89.4

5-yr OS
95.4
97.0

95.4

Patients Deaths HR v T (95% CI) P

1,018 126

1,015 103 0.78 (0.60 to 1.01) .06

1,014 103 0.80 (0.62 to 1.04)

No. at risk:

(45 / 4,832)

(29 / 4,875)
HR, 0.63 (0.40 to 1.01)

(45 / 4,817)
HR, 1.00 (0.66 to 1.51)

0-5 yr (deaths/pyfu)
HR (95% CI)

No. at risk:

Al
iv

e 
(%

)

A

20

40

60

80

100

Time Since Random Assignment (years)

121050

T

T + OFS

E + OFS

≥ 5 yr (events/pyfu)
HR (95% CI)

No. at risk:

T 354(53 / 5,259)829(87 / 4,555)1,018

T + OFS 391(48 / 5,568)
HR, 0.85 (0.58 to 1.26)

846(83 / 4,641)
HR, 0.93 (0.69 to 1.25)

1,015

E + OFS 378(42 / 5,516)
HR, 0.74 (0.50 to 1.12)

846(68 / 4,591)
HR, 0.76 (0.55 to 1.04)

1,014

12-yr DRFI
84.8
86.2

87.8

5-yr DRFI
91.0
91.4

92.9

Patients Events HR v T (95% CI) P

1,018 140

1,015 131 0.90 (0.71 to 1.14) .38

1,014 110 0.75 (0.59 to 0.97)

No. at risk: 0-5 yr (events/pyfu)
HR (95% CI)

No. at risk:

Di
st

an
t R

ec
ur

re
nc

e-
Fr

ee
 (%

)

B

20

40

60

80

100

Time Since Random Assignment (years)

121050

Patients Deaths HR v T (95% CI)

T

T + OFS

E + OFS

423 85

423 76 0.86 (0.63 to 1.17)

411 61 0.74 (0.53 to 1.03)

No. at risk: 0-5 yr (deaths/pyfu)
HR (95%CI)

No. at risk: ≥ 5 yr (deaths/pyfu)
HR (95%CI)

No. at risk:

T 161(52 / 2,321)366(33 / 1,990)423

T + OFS 170(52 / 2,426)
HR, 0.80 (0.48 to 1.35)

376(24 / 2,001)
HR, 0.71 (0.42 to 1.20)

423

E + OFS 155(36 / 2,367)
HR, 0.70 (0.46 to 1.07)

365(25 / 1,946)
HR, 0.95 (0.65 to 1.40)

411

12-yr OS
78.8
81.1

84.4

5-yr OS
91.9
94.1

93.7

Al
iv

e 
(%

)

D

20

40

60

80

100

Time Since Random Assignment (years)

121050

T

T + OFS

E + OFS

No. at risk: 0-5 yr (events/pyfu)
HR (95%CI)

No. at risk: ! 5 yr (events/pyfu)
HR (95%CI)

No. at risk:

T 308(116 / 4,758)778(147 / 4,430)1,018

T + OFS 352(97 / 5,178)
HR, 0.76 (0.58 to 1.00)

804(131 / 4,536)
HR, 0.86 (0.68 to 1.09)

1,015

E + OFS 347(87 / 5,211)
HR, 0.68 (0.51 to 0.89)

819(105 / 4,518)
HR, 0.69 (0.54 to 0.89)

1,414

12-yr DFS
71.9
76.1

79.0

5-yr DFS
84.8
86.5

89.1

Patients Events HR v T (95% CI) P

1,018 263

1,015 228 0.82 (0.69 to 0.98) .03

1,014 192 0.69 (0.57 to 0.83)

Al
iv

e 
an

d 
Di

se
as

e-
Fr

ee
 (%

)
C

FIG 1. Outcomes after median follow-up of 12 years. Kaplan-Meier estimates of (A) OS, (B) DRFI, and (C) DFS with 5- and 12-year event-free
percentages according to treatment assignment in the overall intention-to-treat population and (D) OS in the subgroup of patients with HER2-
negative tumors who received prior chemotherapy. Stratified HRs with 95% CIs are reported. In addition, numbers of events, pyfu, and HRs are
provided for time intervals of 0-5 years and$ 5 years since random assignment. DFS, disease-free survival; DRFI, distant recurrence-free interval; E,
exemestane; HER2, human epidermal growth factor receptor 2; HR, hazard ratio; OFS, ovarian function suppression; OS, overall survival; pyfu,
patient-years of follow-up; T, tamoxifen.
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Are we giving too much or not enough adjuvant ovarian function suppression?

 Age appears to be critical: less OFS as age increases 

 In N0 disease, T size (T1a-b-c) alone does not seem to influence

 Nodal status and specifically the number of positive nodes strongly influence the 

choices on both initial and extended therapy, both in Luminal A and Luminal B

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

TOPIC 1 - Are we giving too much or not enough adjuvant 
ovarian function suppression (OFS)?

Matteo Lambertini, MD PhD@matteolambe

matteo.lambertini@unige.it

• Age appears to be critical: less OFS as age increases (30 years → 35 years → 40 years)

• In N0 disease, T size (T1a-b-c) alone does not seem to particularly influence the choice on 
adjuvant endocrine therapy both in Luminal A-like and Luminal B-like diseases (except only for 
T1a Luminal B-like ?)

• Nodal status and specifically the number of positive nodes strongly influence the choices on 
both initial and extended therapy, both in Luminal A-like and Luminal B-like diseases

• In HR+/HER2+ disease, pCR appears to influence the choice on adjuvant endocrine therapy



HT extendida

Lobo-Martins S, et al. ESMO Open. 2025

 5 años de HT es el estándar

 En alto riesgo la diferencia entre 7-8 y 10 años es pequeña

 ≥ 4 gg afectos siempre HT extendida

 Plataformas genómicas validadas, BCI y CTS5 son útiles, N0 y 1-3gg

 En pre-perimenopáusicas valorar 5 años de letrozol tras tam

 SERD orales proporcionarán datos futuros sobre la extensión de la 

OFS más allá de los 5 años

Figure 2. Summary of extended adjuvant endocrine therapy trials for hormone receptor-positive/HER2-negative breast cancer. The solid fill background represents
the period before trial randomization. The pills are colour-coded as follows: orange for tamoxifen, blue for AI, and yellow for any ET before randomization. For more
detailed information on the clinical trials design and results, please consult Supplementary Table S1, available at https://doi.org/10.1016/j.esmoop.2025.105057.
AI, aromatase inhibitor; CI, confidence interval; CT, chemotherapy; DFS, disease-free survival; ET, endocrine therapy; Exe, exemestane; HR, hazard ratio; Nþ, node
positive disease; NR, not reported; OS, overall survival; Tam, tamoxifen.
aThe trials of extended tamoxifen therapy showed a time-dependent HR. After 10 years (i.e. 5 years after random assignment), the HR was 0.75 for DFS, but it was
lower in earlier years of follow-up.
bAdjusted Cox models for unbalanced demographic and disease characteristics.
cStarting 3 years after randomization.
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aThe trials of extended tamoxifen therapy showed a time-dependent HR. After 10 years (i.e. 5 years after random assignment), the HR was 0.75 for DFS, but it was
lower in earlier years of follow-up.
bAdjusted Cox models for unbalanced demographic and disease characteristics.
cStarting 3 years after randomization.

ESMO Open S. Lobo-Martins et al.

4 https://doi.org/10.1016/j.esmoop.2025.105057 Volume 10 - Issue 5 - 2025

Prioritario confirmar si OFS es imprescindible

Decisión compartida con la paciente
Preocupación más relevante el 

cumplimiento



5. ¿Quién necesita algo más que QT y HT?

Loibl S; et al. Ann Oncol. 2024

available at https://doi.org/10.1016/j.annonc.2023.11.016,
provides an overview of adjuvant therapy for patients with
HR-positive, HER2-negative EBC.

HR-positive, HER2-negative tumours are the most com-
mon type of EBC, accounting for >70% of all cases world-
wide. Risk factors for recurrence of HR-positive cancers are
well established (see the ‘Screening, diagnosis, pathology
and molecular biology’ section of this guideline).

Treatment is individualised based on tumour stage and
biology [subtype (Supplementary Material Section 4, avail-
able at https://doi.org/10.1016/j.annonc.2023.11.016,

provides details on subtype classification)], menopausal
status and the several classes of therapeutic interventions
available, including ET, ChT and targeted therapy. Although
the relative benefit of ChT and ET might be the same in
different subgroups, the absolute benefit depends on the
individual risk of recurrence. The absolute benefit should be
considered in conjunction with the side-effects of each
treatment in an informed decision-making process with the
patient.

Anatomic risk variables (tumour size, nodal status) do not
influence treatment sensitivity or the relative benefit from

Figure 5. Systemic treatment of HR-positive, HER2-negative EBC.
Purple: general categories or stratification; turquoise: combination of treatments or other systemic treatments; white: other aspects of management; blue: systemic
anticancer therapy; dashed line: optional recommendation.
ChT, chemotherapy; CPS þ EG, pretreatment clinical stage and post-treatment pathological stage, estrogen receptor and tumour grade; EBC, early breast cancer; EMA,
European Medicines Agency; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets; ET, endocrine therapy; FDA, Food and Drug Administration; gBRCA1/2,
germline BRCA1/2; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; m, mutation; MCBS, ESMO-Magnitude of Clinical Benefit Scale; N, node;
pCR, pathological complete response; wt, wild type.
aSee Figure 2 for the role of surgery in HR-positive, HER2-negative EBC.
bStage N1 with primary tumour >5 cm, and/or grade 3 and/or Ki-67 "20%.
cESMO-MCBS v1.1115 was used to calculate scores for new therapies/indications approved by the EMA or FDA. The scores have been calculated and validated by the
ESMO-MCBS Working Group and reviewed by the authors (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms).
dIf gBRCA1/2 testing is appropriate and feasible.
ePatients with HR-positive tumours and non-pCR after neoadjuvant ChT require a CPS þ EG score "3 to receive olaparib.118
fESCAT scores apply to alterations from genomic-driven analyses only. These scores have been defined by the guideline authors and assisted as needed by the ESMO
Translational Research and Precision Medicine Working Group.114 See Supplementary Table S7, available at https://doi.org/10.1016/j.annonc.2023.11.016, for more
information on ESCAT scores.
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Ribociclib

 Abemaciclib

 Olaparib

 Ribociclib



5. ¿Paciente con mutación BRCA2g intervenida por CDI pT2pN2 

RE+++/Her2-?

A. Olaparib 1 año, beneficio SG

B. Abemaciclib 2 años, ponderando el riesgo por fenotipo luminal

¿secuencia?
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Sustained IDFS Benefit in ITT

Nadia Harbeck, MD

32% reduction in the risk of developing an IDFS event. 
The KM curves continue to separate and the absolute difference in IDFS rates between arms was 7.6% at 5 years

2-year abemaciclib treatment 
period

Number of IDFS events
Abemaciclib + ET ET Alone

407 585
HR (95% CI): 0.680 (0.599, 0.772)

Nominal p <0.001

Abemaciclib + ET

ET alone
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Sustained IDFS Benefit in ITT

Nadia Harbeck, MD

32% reduction in the risk of developing an IDFS event. 
The KM curves continue to separate and the absolute difference in IDFS rates between arms was 7.6% at 5 years

2-year abemaciclib treatment 
period

Number of IDFS events
Abemaciclib + ET ET Alone

407 585
HR (95% CI): 0.680 (0.599, 0.772)

Nominal p <0.001

Abemaciclib + ET

ET alone

Abemaciclib-HT en N+ RH+/Her2- con alto riesgo de recaída. 
MonarchE trial

CMP RH+/Her2-
- N ≥ 4  

- 1-3 GG, G3 o T ≥5 
cm (91%)

Abemaciclib 150 mg/12h 2 años con HT

HT

R
1:
1

N=5637

Cohorte 2 Ki 67 (10%)

Harbeck N, et al. ESMO 2023

↓ 32% riesgo de enf invasiva

Beneficio absoluto a 5 años de 7,6%



Ribociclib-IA adyuvante de CML RH+/Her2-. NATALEE trial

Hortobagy G, et al. SABCS2023. Abstr GS03-03

Pacientes incluidas

 Estadio II y III
 N0 o N+

1

R
1:1

Ribociclib 400 mg/d 
3 sem on/1 off  3 años

Menor dosis2

IANE

IANE

3 años de ribociclib3

N=5101

HT siempre IANE4

93.5%

92.0%

∆1.5%

90.7%

87.6%

∆3.1%

RIB + NSAI NSAI alone
Events/n (%) 226/2549 (8.9) 283/2552 (11.1)
3-Year iDFS rate, % 90.7 87.6
Hazard ratio (95% CI) 0.749 (0.628-0.892)
Nominal 1-sided P value .0006

 Beneficio de 3,1% a 3 años

 Reducción del riesgo de 

enfermedad invasiva del 25%



Olaparib adyuvante tras QT en BRCAg 1/2 en CM alto riesgo (Her2-) 

CM Estadio II/III o 
SIN RCp tras QTNA

Her2- (RH+/TN)
Mutación gBRCA

Olaparib 300mg/12h 1 año

Placebo

N=1836

QTNA (6 ciclos)
- TN SIN RCp
- RH+ SIN RCp CPS-EG 

Score ≥3 

QT (6 ciclos)
- TN pT2 o pN1
- RH+ N2 (≥ 4gg)

Geyer C, et al. SABCS 2024

Olaparib 1 año disminuye riesgo de 
recaída y mejora SG

Analysis of OS (ITT)

16

olaparib 921 846 795 765 728 660 420 224
placebo 915 843 788 739 698 616 390 221

Time since randomisation (months)

100

80

60

40

20

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

olaparib (107 deaths, 94 due to breast cancer)
placebo (143 deaths, 128 due to breast cancer)

Stratified hazard ratio 0.72 (95% CI: 0.56, 0.93)

4 Year OS rate:
Difference (95% CI)
3.2% (0.2%, 6.2%)

6 Year OS rate:
Difference (95% CI)
4.4% (0.9%, 6.7%)

98.0

96.9

95.0

92.8

92.8

89.2

90.4

87.2

89.4

85.5

87.5

83.2

O
ve

ra
ll 

su
rv

iv
al

 (%
) 

Number at risk

0

Judy E. Garber, MD, MPH



1. Alto riesgo población Natalee con transaminitis ¿cambio a abemaciclib?

2. ¿Te planteas olaparib en paciente con PALB2mg de alto riesgo?

3. ¿Os resulta fácil cambio de abema a ribo por toxicidad aún sin financiación?

4. Paciente población Natalee que no tolera IA, ¿os planteáis ribo-tamoxifeno?

5. Paciente menopáusica operada por CDI pT2pN1, sin Qt adyuvante ¿Cómo entra ribociclib en 

vuestros pensamientos?

Y muchas cuestiones más…





6. ¿1ª línea SIEMPRE con iCDK4/6?

7. 2ª línea y posteriores

 Biomarcadores imprescindibles

 Sin alteración identificada ¿ADC? 

HR+/HER2–: De Novo MBC or Recurrence >12 Months 
After the End of Adjuvant ET (ET-sensitive/-naive)



6. ¿Primera línea iCK4/6-IA?

A. Sí, y selección iCK4/6 por perfil clínico

B. Sí y selección iCK4/6 por beneficio en SG

C. No, prefiero acortar tiempo con iCK4/6 y darlo a la progresión con fulvestrant



6. CMM RE+/Her2- con recaída <12 meses ¿pido NGS en busca de

PI3KCA?
A. Sí, y en caso de identificarla solicito inavolisib, palbociclib-fulvestrant

B. No, comienzo iCK4/6 con fulvestrant



PALOMA-2 MONALEESA-2 MONALEESA-7 MONARCH-3 

Esquema Letrozol +/- 
palbociclib (2:1) 

Letrozol+/- ribociclib
(1:1) 

Goserelin + AI or tamoxifen
+/- ribociclib (1:1) 

AI +/- abemaciclib 
(2:1) 

Criterios
CMM RH+/HER2-, 

menopáusica sin tto 
previo 

CMM RH+/HER2-, 
menopáusica sin tto 

previo 

CMM RH+/HER2-, 
pre/perimenopáusica sin 

tto previo 

CMM RH+/HER2-, 
menopáusica sin tto 

previo 

Pacientes 666 668 672 493 

CMM de novo 38% 34% 41% 20% 

SLP mediana
(iCDK4/6 vs placebo) 

27.6 vs 14.5 m 
(HR 0.56; 0.46-0.69) 

25.3 vs 16 m
 (HR 0.57; 0.45-0.60) 

23.8 vs 13 m
 (HR 0.55; 0.44-069) 

29 vs 14.8 m
(HR 0.53; 0.42-0.66) 

SG mediana
(iCDK4/6 vs placebo) 

53.9 vs. 51.2 m 
Δ=2.7 

(HR 0.96; 0.77-1.17)* 

63.9 vs. 51.4 m
Δ= 12.4 

(HR 0.76, 0.63-0.93)

58.7 vs. 48 m
Δ= 10.7

(HR 0.76; 0.60-0.95) 

66.8  vs 53,7 m
Δ=13.1

0.804 (0.637-1.015) 

Toxicidad Neutropenia, astenia
Neutropenia, 

astenia, aumento 
QTc, transaminitis 

Neutropenia, astenia, 
aumento QTc, 
transaminitis 

Neutropenia, astenia, 
diarrea, náuseas, 

anemia



¿Podemos prescindir del iCDK4/6?

Sonke G, et al. ASCO 2023

Resultados del ensayo fase 3 SONIA (BOOG 2017-03)

NO diferencias en SLP 2ªL

¿Ancianas? ¿hormonosensibilidad?

¿Biomarcadores qué identifican cuando omitir iCK4/6?

Sonke GS, et al. Nature. 2024



Inavo+Palbo+Fulv 
(n=161)

Pbo+Palbo+Fulv 
(n=164)

No. of events, n (%) 82 (50.9) 113 (68.9)
Median (95% CI), mo 15.0 (11.3, 20.5) 7.3 (5.6, 9.3) 
Stratified hazard ratio (95% CI) 0.43 (0.32, 0.59)

p<0.0001

Patients at risk:  
Inavo+Palbo+Fulv 161 134 111 92 66 48 41 31 22 13 11 5 1
Pbo+Palbo+Fulv 164 113 77 59 40 23 19 16 12 6 3 3 1

82.9%

Median follow-
up: 21.3 months

CMM RH+/Her2- con recaída precoz y PIK3CA-mutado. 
Inavolisib con palbociclib y fulvestrant dobla SLP. INAVO120

CCOD: 29th September 2023
CI, confidence interval; Fulv, fulvestrant; Inavo, inavolisib; mo, months; Palbo, palbociclib; Pbo, placebo; PFS, progression-free survival.

55.9%
55.9%

32.6%

46.2%

21.1%
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Combate resistencia 
primaria

82.9%

Jhaveri K. L, et al. SABCS 2023

 Press release also with OS improvement (ASCO

2025)

 Patient population without prior adjuvant 

cdk4/6i and many recurred on tamoxifen



7. CMM RE+/Her2- tras primera línea con iCK4/6-IA, con progresión 

radiológica hepática, sin crisis visceral, tras 20 meses de tratamiento

¿siempre realizo NGS?

A. Sí… ¿y en qué muestra?

B. No



7. CMM RE+/Her2 negativo (low/ultralow) estadio IV, ¿qué ADC priorizo?

A. T-DXd

B. SG

C. Datopotamab-deruxtecán



Targeting ESR1
  Elacestrant (EMERALD) 

 Camizestrant (SERENA-2)

 Imlunestrant (EMBER-3)

Inhibition of PI3K
 Alpelesib + Fulvestrant (Solar-1)

 Capivasertib + Fulvestrant (CAPItello-

291) (alt PIK3CA/AKT/PTEN)

gBRCA1/2m

 Olaparib (OlympiAD)

 Talazorpaib (EMBRACA)

Biomarker Selection for Second Line

No ESR1, gBRCA1/2m or PIK3CA/AKT/PTEN

 Everolimus + ET (BOLERO-2)

 Switch CK4/6i + ET (postMONARCH, 
MAINTAIN)

CT and ADC

T-DXd (Her2low/ultralow) no CT (D-B06)

T-DXd (Her2low) 1L CT (D-B04)

Saci-Govi 2L CT (TROPIC-02)





Median Progression Free Survival in Recent Randomized Trials of Endocrine Therapy:
Outcomes among patients with prior CDK4/6 inhibitor treatment*

M
ed
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n 
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S 

(m
on

th
s)

 

** Denotes subset of larger study cohort

SOC vs oral SERD/SERM SOC ± AKTi SOC ± CDK4/6i

Prior CDK46i                   100%                            100%**                       100%                    100%**   100%                     100%                     100%                      58%                     100%**

*there are a lot of problems with cross study comparisons, especially in unplanned subset analyses:
extent/types of prior therapy, variable tumor genomics/biomarker profile,
SOC options, sample size, exposure vs resistance, investigator vs BICR, etc. 
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EMERALD SERENA2 ELAINE1 CAPI-291 PACE MAINTAIN postMONARCH EMBER3 EMBER3

O’Shaughnessy J. SABCS 2024

SO MANY CHOICES POST CDK4/6 INHIBITION: 
MEDIAN PFS OF ENDOCRINE MONOTHERAPY POST CDK4/6i ~2-5 months



Jhaveri K, et al. N Engl J Med 2024

Prior CDKi: ~60%
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PFS in all patients and CDK4/6i pretreated patients
CDK4/6i pretreated patientsAll

Imlunestrant 
+ abemaciclib 

Imlunestrant

Consistent benefit of imlunestrant + abemaciclib in patients previously treated with a CDK4/6i

Number of patients / events 213 / 114 213 / 149

Median, mo.
(95% CI) 

9.4
(7.5-11.9)

5.5 
(3.8-5.6)

HR (95% CI) 0.57 (0.44-0.73) 

Number of patients / events 139 / 79 140 / 109

Median, mo.
(95% CI)

9.1 
(7.2-11.2)

3.7 
(2.1-5.5)

HR (95% CI) 0.51 (0.38-0.68) 

Imlunestrant 
+ abemaciclib

Imlunestrant

Data from Jhaveri KL. Et al. N Engl J Med. 392:1189-1202 (2025) 

Number at risk Number at risk
 Numercial longest PFS in the ESR1 

mutant

 Sustained benefit in patients harbouring 

PIK3CA/ESR1 co-mutant tumours



What about intervening before radiographic progression?
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WHAT ABOUT INTERVENING BEFORE RADIOGRAPHIC PROGRESSION?

Sara M. Tolaney, MD, MPH

FUL+PAL mPFS2: 29.4 months, 95%CI [21.9;NR]

AI+PAL mPFS2: 14.0 months, 95%CI [11.0;18.6]

PFS2 HR= 0.37 [0.24;0.56]

FUL + PAL

AI + PAL

R
PD

PD

STEP 1
AI + palbociclib

STEP 2
If bESR1mut and no 
concomitant PD…

FUL + PAL PD

Bidard F et al, Lancet Oncol 2022

 1. Cabal L et al. Abst. 1O; ESMO Breast 2025; 2 Bidard FC et al. Lancet Oncol 2022

PADA-1: Benefit of early intervention upon detection
of ESR1 mutations

SERENA 6: Plenary presentation at 
ASCO 2025

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.Sara M. Tolaney, MD, MPH

SERENA-6 • POSITIVE!

• Question will be if we are really impacting 
long term outcomes → PFS2 will be 
challenging to interpret given lack of uniform 
crossover for the control arm

• Should this be a strategy we use to find 
other potential acquired mutations to 
tailor therapy?

Plenary presentation at ASCO 2025

WHAT ABOUT INTERVENING BEFORE RADIOGRAPHIC PROGRESSION?



Everolimus
(BOLERO-2)

Alpelisib
(SOLAR-1)

Capivasertib
(Capitello-291)

Mecanismo Inhibidor mTOR Inhibidor PI3Kα-específico Inhibidor AKT

Diseño

Exemestano + everolimus o 
placebo
n=724

Randomizado 2:1 

Fulvestrant +alpelisib o 
placebo 

n=572 (341 PIK3CAm) 
Randomizado 1:1

Fulvestrant + capivasertib o 
placebo 

n=708 (289 alt AKT, 489 
iCDK4/6 previo)

Randomizado 1:1

SLP mediana (meses) 10.6 vs 4.1 m PIK3CA WT: 7.4 vs 5.6 m 
PIK3CAm: 11 vs 5 m

ITT 7.2 vs 3.6 m
alt: 7.3 vs 3.1 

HR (IC 95%) 0.36 (0.27-0.47) 0.65 (0.5-0.85) Alt AKT 0.50 (0.38-0.65) 

Toxicidad Mucositis, diarrea, ILD Hiperglu, diarrea, rash, 
mucositis Diarrea, rash

Baselga J, et al; NEJM 2012. Andre F, et al; NEJM 2019. Turner N, et al; NEJM 2023

2ª L: Opciones de tratamiento con inhibidores de la vía PIK3CA/AKT/mTOR



PostMONARCH (III) MAINTAIN (fase II) PACE (fase II) PALMIRA (fase II)

Diseño
N

Fulvestrant +/- abemaciclib
350 (1:1)

Fulv or exe +/- ribociclib
120 (1:1)

A: Fulvestrant 
B: Fulvestrant + Palbociclib
C: Fulv + Palbo + Avelumab

220 (1:1:1) 

Ful or letrozol +/- palbociclib
198 (2:1)

iCDK4/6 previo Palbociclib (60%)
Ribociclib (33%) 

Palbociclib (84%) 
Ribociclib (11%) Palbociclib (90%) Palbociclib (100%)

% iCDK > 12 m 74% 67% 75% 86% 

PFS iCDK4/6-HT 
vs HT 

6 vs 5,3 m
(HR 0,73)

5.3 vs. 2.8 m
(HR 0.56) 

4.6 vs. 4.8 m
(HR 1.11) 

4.9 vs. 3.6 m
(HR 0.84) 

¿iCDK4/6 tras iCDK4/6?

Kalinsky K, et al, ASCO 2024. Kalinsky K, et al, J Clin Oncol 2023. Llombart-Cussac A, et al. ASCO 2023. Mayer E, et al, SABCS 2022



LOS ADC LLEGARON A TU VIDA



ADC en CMM RH+/HER2-

1. Bardia A, et al. J Clin Oncolo 2024
2. Rugo HS, et al. Lancet 2023

3. Modi S, et al. N Engl Med 2022
4. Bardia A, et al. N Engl J Med. 2024 

Datopotamab-DXd
TROPION-Breast011

Sacituzumab Govitecan
TROPiCS-022

Trastuzumab-DXd
DESTINY-Breast-043

Trastuzumab-DXd
DESTINY-Breast-064

Diana
Carga
Ratio P:A 

Trop2
Inhibidor Topo1 

4:1

Trop2
Inhibidor Topo1 (SN38)

8:1

HER2
Inhibidor Topo1 

7-8:1

HER2
Inhibidor Topo1 

7-8:1

Población CMM RH+/HER2-, 1-2 líneas 
previas de QT

CMM RH+/HER2-, 2-4 líneas 
previas de QT

CMM HER2-low, 1-2 
líneas previas de QT

CMM RH+, HER2-low y 
ultralow, sin QT previa

Tamaño 732 (R 1:1) 543 (R 1:1) 557 (R 2:1) RH+ 90% 866 (1:1)

SLP 6.9 vs 4.5 m 
(HR 0.64, p<0.001) 

5.5 vs 4 m
(HR=0.65, p<0.001) 

10.1 vs. 5.4 m
(HR=0.51, p<0,001, RH+) 

13,2 vs 8,1 m
(HR 0,51: p<0.0001)

SG No maduro 14.4 vs. 11.2 m
(HR=0.79, p=0.02) 

23.9 vs 17.5 m
(HR=0.64, p=0,003, RH+) 

Toxicidad Estomatitis Náuseas, vómitos, diarrea Astenia, ILD, náuseas



1. ¿Qué primera línea imagino en la recaída tras adyuvancia iCK4/6?

2. CMM RE+/Her2- en primera línea con iCK4/6-IA, se confirman datos SERNEA-6 ¿monitorizo 

ESR1 y cambio tto SIN progresión radiológica?

3. ¿Tengo alguna paciente BRCAmg con iPARP en 2º con beneficio considerable? ¿lo plantearía 

en PALB2mg

4. ¿Veo papel al retratamiento con iCK4/6 tras iCK4/6 previo? ¿y a la secuencia con ADC?

Y muchas preguntas más



Gracias

Carmen.hinojo@scsalud.es


