
Il carcinoma mammario metastatico in donne con VP gBRCA

Laura Cortesi

SS Genetica Oncologica-AOU Policlinico Modena



Parp-inhibitors in the therapeutic landscape of breast cancer patients with 
BRCA1 and BRCA2 pathogenic germline variants: An Italian consensus paper 

and critical review

Zambelli A, Cortesi L*,Cancer Treatment Review 2024 

* Co-first authors.



IMPASSION130: CLINICAL BENEFIT OF ATEZOLIZUMAB + 
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* Tablet formulation (2 tablets twice daily)

1Robson et al. N Engl J Med. 2017; 377:523-533

Study design

OLYMPIAD: PHASE III STUDY OF OLAPARIB VS. TPC IN gBRCAM HER2- MBC1

Olaparib

300mg*po bid

Treatment of 

Physician’s Choice 

(TPC)

• gBRCAm mBC

• TNBC or HER2-negative, ER/PR positive

• ≤2 prior chemotherapy lines for mBC

• Previous treatment with anthracycline and taxane in either 

the (neo)adjuvant or metastatic setting

• Hormone receptor positive (HR+) disease progressed on 

≥1 endocrine therapy, or not suitable

• If patients have received platinum therapy there should be:

• No evidence of progression during treatment in the 

advanced setting

• At least 12 months since (neo)adjuvant treatment and 

randomisation

• ECOG PS 0-1

• At least one lesion that can be assessed by RECIST v1.1

Randomise 2:1
n=3024

Stratification by:2

• Prior chemotherapy 

regimens for metastatic 

breast cancer 

• Hormonal receptor (HR) 

status

• Prior platinum therapy

Primary endpoint

• PFS (RECIST 1.1, 

Independent Review)

Secondary endpoints

• OS

• PFS2

• ORR

• PFS, PFS2 and OS based 

on Myriad gBRCAm status

• HRQoL (EORTC-QLQ-C30)

• Safety and tolerability

FSI May 2014:3

Global Study in 

19 countries and 

approximately 141 sites1



Senkus et al., IJC 2023

PFS at 18 months of median fullow-up



Scheda di monitoraggio AIFA

INDICAZIONE APPROVATA:

Lymparza è indicato come monoterapia per il trattamento di pazienti adulti con mutazioni germinali 
BRCA1/2, affetti da carcinoma mammario HER2-negativo a recettori negativi metastatico. I pazienti devono 
essere stati precedentemente trattati con una antraciclina e un taxano nel contesto (neo)adiuvante, 
localmente avanzato o metastatico, ad eccezione dei pazienti non idonei per tali trattamenti

I pazienti con carcinoma mammario positivo ai recettori ormonali (HR) devono essere stati 
precedentemente trattati con terapia endocrina o ritenuti non idonei alla terapia endocrina.

INDICAZIONE RIMBORSATA:

Lymparza è indicato come monoterapia per il trattamento di pazienti adulti con mutazioni germinali 
BRCA1/2, affetti da carcinoma mammario HER2-negativo, recettori ormonali negativi, localmente avanzato 
o metastatico. I pazienti devono essere stati precedentemente trattati con una antraciclina e un taxano e 
devono aver ricevuto una chemioterapia a base di platino nel contesto (neo)adiuvante, localmente 
avanzato o metastatico, ad eccezione dei pazienti non idonei per tali trattamenti



EMBRACA: PHASE III STUDY OF TALAZOPARIB VS. TPC IN PATIENTS WITH 
LOCALLY ADVANCED OR METASTATIC BREAST CANCER

Litton J et al. N Engl J Med 2018; 379:753–763 

Study design

13

Primary endpoint:

• PFS (BICR)

Secondary endpoints include:

• ORR

• OS

• Safety and tolerability

• PK

Exploratory endpoint: 

• HRQoL

• Locally advanced breast cancer and/or metastatic 

disease appropriate for systemic single cytotoxic 

chemotherapy

• gBRCAm

• ECOG 0-2

• ≤3 prior lines of chemotherapy for locally 

advanced/metastatic disease 

• HER2-negative

• Prior platinum permitted if:

• In (neo-)adjuvant setting: disease-free interval of 

≥6 months after the last dose 

• In advanced setting: no objective disease 

progression while receiving platinum

• Previous treatment with a taxane, an anthracycline, or 

both, unless this treatment was contraindicated

Talazoparib

(n=287)

1 mg/day 21 day 

cycles po

Therapy of 

physician’s choice 

(TPC)

(n=144)

(capecitabine, 

eribulin, gemcitabine 

or vinorelbine)

Patients stratified according to:

• Number of prior chemotherapy regimens (0 vs. 1,2,3)

• Triple negative status (HR+ vs. TNBC)

• History of CNS metastasis (y/n)

Randomise

2:1



Rugo HS, et al. JNCI Cancer Spectr. 2020

PFS nel sottogruppo TNBC PFS nel sottogruppo HR+/HER2-

EMBRACA: PFS IN BASE ALL’ESPRESSIONE DEI RECETTORI ORMONALI



Scheda di monitoraggio AIFA

INDICAZIONE APPROVATA:

Talzenna è indicato come monoterapia per il trattamento di pazienti adulti con mutazioni germinali BRCA1/2, 
affetti da carcinoma mammario HER2-negativo localmente avanzato o metastatico. I pazienti devono essere 
stati precedentemente trattati con una antraciclina e/o un taxano nel contesto (neo)adiuvante, localmente 
avanzato o metastatico, ad eccezione dei pazienti non idonei per tali trattamenti (vedere paragrafo 5.1).

I pazienti con carcinoma mammario positivo ai recettori ormonali (HR) devono essere stati precedentemente 
trattati con terapia endocrina o ritenuti non idonei alla terapia endocrina.

INDICAZIONE RIMBORSATA:

Talzenna è indicato come monoterapia per il trattamento di pazienti adulti con mutazioni germinali BRCA1/2, 
affetti da carcinoma mammario HER2-negativo localmente avanzato o metastatico. I pazienti devono essere 
stati precedentemente trattati con una antraciclina e/o un taxano nel contesto (neo)adiuvante, localmente 
avanzato o metastatico, ad eccezione dei pazienti non idonei per tali trattamenti (vedere paragrafo 5.1).

I pazienti con carcinoma mammario positivo ai recettori ormonali (HR) devono essere stati precedentemente 
trattati con terapia endocrina o ritenuti non idonei alla terapia endocrina e devono aver ricevuto una linea di 
trattamento con inibitori delle chinasi ciclina-dipendenti (CDK4/6).

I pazienti con carcinoma mammario negativo ai recettori ormonali (HR) devono essere stati precedentemente 
trattati con chemioterapia a base di platino, ad eccezione dei pazienti non idonei per tale trattamento.



PEMBRACA STUDY DESIGN

Until PD or 

unacceptable 

toxicity

1 2 3 4 5 6 cycles

Pembrolizumab 200 mg ev q21

Carboplatin AUC6 ev q21x6
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Two step Simon design

N=20; if ORR≥12 → 53

- Evidence of metastatic 

disease gBRCAm

- No more than one line 

of chemotherapy for 

mBC 

- At least one 

measurable lesion 

according to RECIST 

1.1

- ECOG 0-1
- Males or females age ≥ 

18 years at the time of 
informed consent

- Adequate hematological, 
hepatic and renal 
function

Cortesi L., Esmo Open 2023



Figure 2. 
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ORR = 43%

DCR = 77% 

TNBC = 24%    
ORR=33%                            

DCR=50%  

HR+ = 76%       
ORR=47%                              

DCR=87%

ORR AND DCR ACCORDING TO HR STATUS

Cortesi L., Esmo Open 2023



RR ACCORDING TO THE LINE OF TREATMENT FOR MBC

Tax

Anthra

Other CT (cape)

ORR=38%, DCR=38%

None ORR=46%, 

DCR=100%

 

Cortesi L., Esmo Open 2023
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Rugo, SABCS 2023



Rugo, SABCS 2023



Rugo, SABCS 2023



mPFS=8.2 ms

MEDIOLA: OLAPARIB + DURVALUMABTOPACIO:NIRAPARIB+PEMBROLIZUMAB                     

mPFS=3.4 ms

Konstantinopoulos P et al. Jama Oncol 2019                                                  Domchek S et al. Lancet Oncol 2021



PLATINUM-BASED CHEMOTHERAPY AND PARP INHIBITORS FOR BRCA MUTATED 
METASTATIC BREAST CANCER (LATER-BC): RETROSPECTIVE MULTICENTRE 

ANALYSIS OF POST-PROGRESSION TREATMENTS

Valenza C., EJC 2023



REAL WORLD DATA ON PARPi USING IN gBRCA and sBRCA

Petracci FA et al., Ecancermedicine 2024



BIOMARKER ANALYSES IN THE PHASE III ASCENT STUDY OF SACITUZUMAB 
GOVITECAN VERSUS CHEMOTHERAPY IN PATIENTS WITH METASTATIC TRIPLE-

NEGATIVE BREAST CANCER

Bardia A et al., Ann Oncol 2021



CENTRAL NERVOUS SYSTEM METASTASES IN BREAST CANCER PATIENTS WITH 
GERMLINE BRCA PATHOGENIC VARIANTS COMPARED TO NON-CARRIERS: A 

MATCHED-PAIR ANALYSIS

Ben-Zion Berliner BMC Cancer 2024



E SE LA PAZIENTE HA FATTO OLAPARIB IN ADIUVANTE (BRCA+)?

• Possiamo somministrare PARP dopo PARP? 

Non conosciamo i successivi trattamenti delle pazienti progredite ad 
Olympia

Non abbiamo dati fondati sull’evidenza

 



RECIST V1.1 RESPONSES WERE OBSERVED WITH AZD5305 REGARDLESS OF PRIOR PARPI USE*1

• 1. Yap TM, et al. Presented at AACR 2022. 8–13 April. New Orleans, Louisiana. Abstract #CT007
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Parp-inhibitors in the therapeutic landscape of breast cancer patients with 
BRCA1 and BRCA2 pathogenic germline variants: An Italian consensus 

paper and critical review

Zambelli A, Cortesi L*,Cancer Treatment Review 2024 

* Co-first authors.







MUTINA RESULTS: OS▪  136 patients (47,9%) 
had disease recurrence 
during 20 ys. follow-up 
(ipsilateral local 
recurrence, 
contralateral second 
breast cancer or 
systemic recurrence)

▪ Median DFS in overall 
population was 13 
years (95% CI from 11 
to 15 ys)

▪ More BRCA2 
developed visceral 
disease   (p=0,013) Loco-regional

Visceral

Log Rank = 

0,466

Bone

SNC * Unknown Cortesi L et al, ASCO 2023; EJSO 2024

LRR: 83 SBC (42 CBC); 8 only N=91
DR:  45 (12 NVD; 33 VD)



MUTINA RESULTS: OS

▪ Median OS 
not reached in 
the whole 
population

▪ At the time of 
analysis:

▪ 19,7% died 

▪ 80,3% alive 

Log Rank = 

0,071

▪ Almost significant OS benefit in BRCA1 vs BRCA2 

Cortesi L et al, ASCO 2023; EJSO 2024



G.Parkinson, ESMO 2024



G.Parkinson, ESMO 2024



Obeid E., Front Oncol 2024









Yan S. Disc Oncol 2023





HOW MANY gBRCAM BREAST CANCERS ARE HER2-POSITIVE?

Mesa-Eguiagaray I, et al. Br J Cancer 2020;123:852-859; Winter C, et al. Ann Oncol 2016;27:1532–1538; Winter C, et 
al. Ann Oncol 2016;27:1532–1538 suppl; 

~66%
of gBRCAm breast cancers 

are HR-positive 

HER2-negative

~25% ~2%
of gBRCAm

breast cancers 

are TNBC

of gBRCAm breast 
cancers are 
HR-negative 

HER2-positive

~7%
of gBRCAm

breast cancers 

are HR-positive 

HER2-positive

gBRCAm

HR-positive 

HER2-

negative

gBRCAm

TNBC

gBRCAm

HR-positive 

HER2-

positive

gBRCAm

HR-negative 

HER2-

positive



Curigliano, Ales-Martinez Breast 2024

OLAPARIB PLUS TRASTUZUMAB IN HER2-POSITIVE ADVANCED BREAST CANCER PATIENTS 
WITH GERMLINE BRCA1/2 MUTATIONS: THE OPHELIA PHASE 2 STUDY



Batalini F., JCO Prec Oncol 2023





(EVOPAR-BREAST01)

A randomized phase III study of first-line saruparib (AZD5305) plus camizestrant vs CDK4/6i  plus 
physician’s choice endocrine therapy or plus camizestrant in patients with BRCA1/BRCA2/PALB2 
mutations and HR+/HER2− advanced breast cancer (EvoPAR-Breast01)



CONCLUSIONS

➢ TNBC: early platinum-based therapy         PARPi
➢ TNBC PDL-1: CT+IO, PARPi if already treated as KN-522
➢ HR+/HER2-:always PARPi after CDK4/6i (early or advanced)
➢ More visceral recurrences in gBRCA2 than gBRCA1 and worst OS in 

Luminal A than Luminal B
➢ TNBC/HR+ after Olaparib: saruparib 25% ORR
➢ HER2+ gBRCA:Olaparib+Trastuzumab=60% ORR (a few patients)
➢ Olaparib in gPALB2: 75% ORR
➢ Saruparib in first line study: EvoPAR-Breast01
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