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GENERALIDADES

RH + HER2-RH + HER2-

GLOBOCAN 2020    SEOM 2023

65%65%

10-15%10-15%



GENERALIDADES

DESESCALADO ESCALADO



QUIMIOTERAPIA 
NEOADYUVANTE +/- 
PEMBROLIZUMAB

QUIMIOTERAPIA 
NEOADYUVANTE +/- 
PEMBROLIZUMAB

No pCRNo pCR

PEMBROLIZUMAB adyuvantePEMBROLIZUMAB adyuvante
pCRpCR

CAPECITABINA ADYUVANTECAPECITABINA ADYUVANTE

TRIPLE NEGATIVOTRIPLE NEGATIVO

CAPECITABINA +/- PEMBROCAPECITABINA +/- PEMBRO



NEOADYUVANCIANEOADYUVANCIA

CirugíaCirugía + ABEMACICLIB x2 años+ ABEMACICLIB x2 años

CirugíaCirugía

RH + HER2-RH + HER2-

QT ADYUVANTEQT ADYUVANTE
HORMONOTERAPIA 
ADYUVANTE
HORMONOTERAPIA 
ADYUVANTE



CMTN

Dafni U, et al. Breast Care 2019; Schwentner L, et al. Breast Cancer Res Treat 2012. Yau et al. Lancet Oncol 2021
.

27%27%

63%63%

77%77%

87%87%



EVALUACION POR TAMAÑO (T1-2)

EVALUACION POR AFECTACIÓN GANGLIONAR

TIEMPO LIBRE DE 
RECIDIVA
CURACIÓN





CÁNCER DE MAMA HEREDITARIO

¿QUÉ MÁS DEBEMOS SABER?

9% HER-2 negativo



Guías SEOM 2019

GUÍAS SEOM

PREVENCIÓN

SEGUIMIENTO

TRATAMIENTO



TRIPLE 
NEGATIVO

TRIPLE 
NEGATIVO

ER/PR 
POSITIVO

ER/PR 
POSITIVO

BRCA ½ 
pathogenic 
mutation

BRCA ½ 
pathogenic 
mutation

11,2%
 - BRCA1: 8,5%
 - BRCA2: 2,7%

4,1-5,8%

MUTACIÓN GERMINAL BRCA 1/2

Schneeweiss A. ESMO 2023



“La curación es cuestión de 

tiempo, pero a veces también 

es una cuestión de 

oportunidad”

      Hipócrates



Iglehart JD. NEJM 2009. Cortesi L. Targeted Oncology. 2021

LETALIDAD SINTÉTICA: 
iPARP



OLAPARIB ADYUVANTE

iPARP EN ADYUVANCIA



Tutt NJ, et al. NEJM.2021

Randomization
1:1

N=1836
• DDFS

• OS

• BRCA1/2 associated 
cancers

• Health related QoL

• Safety and tolerability

• IDFSc

Primary endpointsPrimary endpoints

Key secondary endpointsKey secondary endpoints

Eligibility

• Germline pathogenic 
BRCA1 or BRCA2 mutation

• Stage II-III breast cancer

• HER2-negative
(HR-positive or TNBC)

• Completed local treatment 
and ≥ six cycles of 
neoadjuvant or adjuvant 
chemotherapy containing 
anthracyclines and/or 
taxanes

Olaparib 300 mg 
BID

(n=921)

Olaparib 300 mg 
BID

(n=921)

Placebob

(n=915)
Twice daily 

Placebob

(n=915)
Twice daily 

Neoadjuvant group
• TNBC: non-pCR
• HR-positive: non-pCR and CPS+EG score ≥3a

Neoadjuvant
chemotherapy
Neoadjuvant

chemotherapy
Surgery Surgery RT as requiredRT as required

Stratification factors
• HR-positive vs. TNBC
• Neoadjuvant vs. adjuvant
• Prior platinum-based chemotherapy (yes vs. no)

1 years’ treatment

4 high-risk patient populations

Adjuvant group
• TNBC: ≥pT2 or ≥pN1
• HR-positive: ≥4 positive lymph nodes

Adjuvant
chemotherapy

Adjuvant
chemotherapy

Surgery Surgery 
RT/surgery 
as required
RT/surgery 
as required

OlympiA trial



Age – years, median (interquartile 
range), years

42 (36–
49)

43 (36–
50)

Female, n (%)
919 

(99.8)
911 

(99.6)

BRCA gene affected in germline, n 
(%)

BRCA1
BRCA2
BRCA1 & BRCA2
Missing

657 
(71.3)
261 

(28.3)
2 (0.2)
1 (0.1)

670 
(73.2)
239 

(26.1)
5 (0.5)
1 (0.1)

Menopausal status (females 
only), n (%)

Premenopausal

Postmenopausal

572/91
9 (62.2)

347/919 
(37.8)

553/91
1 (60.7)

358/911 
(39.3)

Bilateral invasive breast cancer, n 
(%)

No

Yes

881 
(95.7)

40 (4.3)

888 
(97.0)

27 (3.0)

Tutt ANJ et al. N Engl J Med. 2021. DOI: 10.1056/NEJMoa2105215. Accessed June 3, 2021

Olaparib
n=921

Olaparib
n=921

Placebo
n=915

Placebo
n=915

Prior (neo)adjuvant 
chemotherapy, n (%)a

Adjuvant 
Neoadjuvant 
Anthracycline and taxane
regimen
Anthracycline regimen 
(without taxane)
Taxane regimen (without 
anthracycline)

461 
(50.1)
460 

(49.9)
871 

(94.6)
7 (0.8)

43 (4.7)

455 
(49.7)
460 

(50.3)
849 

(92.8)
13 (1.4)
52 (5.7)

(Neo)adjuvant platinum-based 
chemotherapy, n (%)

No

Yes 

674 
(73.2)

247 
(26.8)

677 
(74.0)

238 
(26.0)

HR status, n (%)b

HR-positive / HER2-
negative

TNBCc

168 
(18.2)

751 
(81.5)

157 
(17.2)

758 
(82.8)

Concurrent hormone therapy 
(HR-positive only), n/N (%)

146/16
8 (86.9)

142/15
7 (90.4)

Olaparib
n=921

Olaparib
n=921

Placebo
n=915

Placebo
n=915



CPS + EG score = sum of 
the point scores of 
clinical stage + 
pathological stage + 
oestrogen receptor 
status + nuclear grade

CPS + EG score = sum of 
the point scores of 
clinical stage + 
pathological stage + 
oestrogen receptor 
status + nuclear grade

Calculation of CPS & EG score

Stagea/Fe
ature

Points

Clinical Stage 0
IIA
IIB
IIIA
IIIB
IIIC

0
0
1
1
2
2

Pathologic Stage 0
I

IIA
IIB
IIIA
IIIB
IIIC

0
0
1
1
1
1
2

Receptor status ER 
receptor-
negative

1

Nuclear grade Nuclear 
grade 3

1

Total score 
(0-6)

Tutt ANJ et al. Supplementary Appendix N Engl J Med. 2021. Morganti S. The Oncologist 2023



OlympiA: Resultados: iDFS

Tutt NJ, et al. NEJM.2021



OlympiA: Resultados: dDFS

Tutt NJ, et al. NEJM.2021



OlympiA: Resultados: OS (4y FU)

Tutt A,]. ESMO 2022
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Months since randomization

921 862 844 809 773 672 560 437 335 228

915 868 843 808 752 647 530 423 333 218

No. at risk

Olaparib

Placebo

98.0%

96.9%
92.8%

95.0% 92.8% 89.8%

89.1% 86.4%

Secondary endpoint: overall survival

1-year

treatment cap

4-year OS rate

Olaparib
(n=921)

Placebo
(n=915)

89.8%

86.4%

Difference 3.4%
95% CI -0.1–6.8

HR 0.68†

98.5% CI 0.47–0.97
p=0.009

OS at DCO2

Olaparib (75 events)

Placebo (109 events)
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OlympiA: Resultados: 10% pacientes finalizan tratamiento por toxicidad

Tutt A, Garber J, Gelber R, et al. Pre-specified event driven analysis of Overall Survival in the OlympiA Phase III trial of adjuvant olaparib in germline BRCA1/2 mutation associated breast cancer. [Presentation]. Presented at ESMO Virtual Plenary; March 16-18, 2022.

Olaparib Placebo

Adverse events (%)

Headache

Diarrhoea

Nausea

Fatigue

Vomiting

Neutropenia

Anaemia

Leukopenia

Decreased appetite

Dysgeusia

Dizziness

Arthralgia

24

27

4

8

17

14

7

6

6

4

7

13

100 75 50 25 0 0 25 50 75 100

(2)

(9)

(5)

(3)

Grade ≥3*

Grade 1

Grade 2

Grade ≥3

Grade 1

Grade 2

AEs of any grade occurring in at least 10% of patientsƗ



Completed treatment per protocol, n (%)1* 656 (71.2) 697 (76.2)

OlympiA: Resultados: 30% reducciones de dosis

. Tutt ANJ et al. Supplementary Appendix N Engl J Med. 2021.

Olaparib
n=921

Olaparib
n=921

Placebo
n=915

Placebo
n=915

Patients with no dose reduction, n (%)2* 683 (75.0) 857 (94.8)

Number of patients with a dose reduction, n (%)2*

1 dose reduction
2 dose reductions
3 or more dose reduction

170 (18.7)
57 (6.3)
1 (0.1)

40 (4.4)
7 (0.8)
0 (0.0)

Reason for reduction, n (%)2,b*

Adverse event
Dosing error
Administrative reasons
Other

222 (24.4)
6 (0.7)
2 (0.2)
0 (0.0)

35 (3.9)
10 (1.1)
1 (0.1)
1 (0.1)

Olapariba

n=911
Olapariba

n=911
Placeboa

n=904
Placeboa

n=904



Treatment period Treatment period0

Baseline 6 12 18

Time since randomization (months)

CALIDAD DE VIDA DURANTE EL TRATAMIENTO

Tutt ANJ et al. Supplementary Appendix N Engl J Med. 2021. 

Patients treated with adjuvant chemotherapyPatients treated with neoadjuvant chemotherapy
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METÁSTASIS CEREBRALES

-2º causa oncológica de aparición de metastasis cerebrales: mayor incidencia en TN and HER2+ 
CMM

-Incremento de morbi-mortalidad

-Descenso de calidad de vida

-Incremento de eventos en BRCA mut, 41%

(controversia resultados), posible incremento 

no significativo en BRCA1, menos datos BRCA2



OlympiA: Resultados: SNC, otras neoplasias

*If two recurrence events are reported within 2 months of each other this is referred to as a simultaneous event and will be considered as a single event. In this situation the worst case will be taken as the event ‘type’ but the date 
of recurrence will be the earliest date of the two events. †The two deaths without a prior IDFS event were a cardiac arrest and cause unknown; ‡DCO2 12 July 2021

1. Tutt ANJ et al. Supplementary Appendix N Engl J Med. 2021. DOI: 10.1056/NEJMoa2105215. Accessed June 3, 2021.  2 Tutt A, Garber J, Gelber R, et al. Pre-specified event driven analysis of Overall Survival in the OlympiA Phase 
III trial of adjuvant olaparib in germline BRCA1/2 mutation associated breast cancer. [Presentation]. Presented at ESMO Virtual Plenary; March 16-18, 2022.

Number of patients with a first IDFS events, n (%)*‡ 134 (14.5) 207 (22.6)

Distant recurrence, n (%)
Distant CNS recurrence
Distant excluding CNS recurrence

88 (9.6)
24 (2.6)
64 (6.9)

136 (14.9)
38 (4.2)
98 (10.7)

Regional (ipsilateral) recurrence 9 (1.0) 18 (2.0)

Local (ipsilateral) recurrence 9 (1.0) 12 (1.3) 

Contralateral invasive breast cancer 15 (1.6) 18 (2.0) 

Second primary non-breast malignancies

Ovarian
Peritoneal
Fallopian tube
Other

11 (1.2)

1 (0.1)
0 (0.0)
1 (0.1)
9 (1.0)

23 (2.5)

6 (0.7)
0 (0.0)
4 (0.4)

13 (1.4)

Deaths without a prior IDFS event† 2 (0.2) 0

Fewer patients in the olaparib arm had a CNS recurrence vs. the placebo arm

Olaparib N=921Olaparib N=921 Placebo N=915Placebo N=915



Kelleher AM et al. PNAS.2021

Intervención en 
formación de 

decidua

¿EMBARAZO?



¿CÓMO LO INCLUIMOS EN LA 
ADYUVANCIA HER-2 NEGATIVA DE ALTO 
RIESGO?

OTRAS CONSIDERACIONES



Olaparib is listed as a preferred regimen 
optiona,b for HER2-negative breast cancer in 
certain high-risk patients with germline 
BRCA1/2 mutations1

Olaparib is recommended as an option for 1 year after 
neoadjuvant or adjuvant chemotherapy.a

This recommendation is for select TNBC (category 1) and 
select HR-positive disease (category 2A).a,b

For those who had surgery first, adjuvant olaparib is 
recommended for patients with:

TNBC: tumor size> 2 cm, or any involved axillary nodes.

HR+ disease: at least four involved axillary lymph nodes. 

For patients who had neoadjuvant chemotherapy, adjuvant 
olaparib is recommended for patients with:

TNBC:  any residual cancer; 

HR+ disease: residual disease and an estrogen receptor 
status and tumor grade (CSP+EG) score ≥ 3.

Recommendation: For patients with early-stage, HER2-negative 
breast cancer with high risk of recurrence and germline BRCA1 or 
BRCA2 pathogenic or likely pathogenic variants, one year of 
adjuvant olaparib should be offered after completion of 
(neo)adjuvant chemotherapy and local treatment, including 
radiation



Henning JW. Curr. Oncol. 2023

TRIPLE NEGATIVO



Adaptado a partir de: Henning JW. Curr. Oncol. 2023

HR+ HER-2 -





Henning JW. Curr. Oncol. 2023



¿Y LA COMBINACIÓN?
OTRAS CONSIDERACIONES



Henning JW. Curr. Oncol. 2023; Morganti S. The Oncologist 2023



Han HS, et al. ASCO Educational Book. 2023

Olaparib x1aOlaparib x1a Abemaciclib x2aAbemaciclib x2a

TRIPLE NEGATIVOTRIPLE NEGATIVO

RH + HER2-RH + HER2-



CONCLUSIONES

• Es necesaria la detección de CM hereditario de los pacientes, beneficio en prevención, 
seguimiento y TRATAMIENTO.

• Olaparib ha demostrado beneficios en términos de DFS y OS en pacientes BRCA ½ mut en 
cáncer de mama precoz  de alto riesgo HER-2 negativo.

• Su inclusión en el manejo adyuvante de las pacientes ya está instaurado.

• Es necesaria más información para adaptar los conocimientos actuales  a la clínica diaria, 
persiguiendo individualizar el tratamiento de nuestros pacientes.
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