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INTRODUCTION

GOOD NEWS IN BREAST CANCER



Cancer Fact sheet:Breast Cancer 
BELGIUM 2020



Systématiquement évalués pour chaque cancer du sein précoce et si possible à la rechute

ER,PGR ET HER2

• KI 67 (ER+ HR ABEMA en adjuvant)
• Signature moléculaire
• BRCA1/2 (post NAD si résidu pour 

TNBC et si résidu et score CPS-EG ≥ 3 



ESMO MBC Guidelines, Ann Oncol 2021 

ER,PGR ,HER2 et…..



Denkert, Pathologie 2022 · 43:457–466 

ER,PGR ET HER2
Systématiquement évalués pour chaque cancer du sein précoce et si possible à la rechute



CANCER TRIPLE NEGATIF
Maladie localisée

• Place de l’immunothérapie (NAD)
• Traitements ciblés: inhibiteurs PARP (AD/mTNBC)



TNBC are highly heterogeneous

Bianchini G et al, Nat Rev Clin Oncol 2016

DEFINITION
ER < 1%, PR < 1%, HER2-
negative (ASCO/CAP)
More proliferative, 
grade 2/3 and moderate 
high Ki67 
Mostly ductal, but some 
special histologies warrant 
special attention



Overview of relevant molecular alterations in triple-negative breast cancer

TNBC are highly heterogeneous on molecular level

Lancet 2017; 389: 2430–42 



Annals of Oncology 30: 1194–1220, 2019 

EARLY BC TREATMENT

NEWS: 
IMMUNOTHERAPY
BRCA GERMLINE MUT: OLAPARIB 



Belgique 2022: cancer du sein
Sous type Triple Negative (TNBC)

Schmid,NEJM 2022

NEO-ADJUVANT 
Treatment
Stage II and III 
(T1cN1-2 or T2-4N0 )

XELODA not 
allowed

KEYNOTE 522
Design



Schmid,NEJM 2022

KEYNOTE 522
results

pCR rate : 64,8 % vs 51,2 %



PRIMARY EFS ANALYSIS

NEO-ADJUVANT treatment

Schmid,NEJM 2022

3 Y EFS at 39,1 Mo FU
84,5 % vs 76,8 % HR 0,63
Immature OS at 36 Mo
89,7 % vs 86,9 %

KEYNOTE 522
results



EFS ANALYSIS BY pCR)

Schmid,NEJM 2022

KEYNOTE 522
results



Schmid,NEJM 2022

KEYNOTE 522
TOXICITY

Adverse events occurred predominantly
during the neoadjuvant phase and were
consistent with the established safety
profiles of pembrolizumab and 
chemotherapy



For patients with T1cN1-2 or T2-4N0 (stage II or III), early- stage TNBC, 
the Panel recommends use of pembrolizumab (200 mg once every 3 

weeks or 400 mg once every 6 weeks) in combination with
neoadjuvant chemotherapy, followed by adjuvant pembrolizumab after

surgery. 
Adjuvant pembrolizumab may be given either concurrent with or after

completion of radiation therapy. 
There are no data to support the use of pembrolizumab in combination 

with either capecitabine or olaparib (tolerable but unknown efficacy
and high financial toxicity). 

Question of which treatment if no pCR ????

2022 update 
recommendation



TNBC: BRCA 1/2 MUT
OLYMPIA TRIAL

Tutt, ASCO 2021 and N Engl J Med 2021;384:2394-405

The CPS+EG scoring system estimates relapse 
probability on the basis of clinical and pathological
stage (CPS) and estrogen-receptor status and histologic
grade (EG); scores range from 0 to 6, with higher
scores indicating worse prognosis
http://www3.mdanderson.org/app/medcalc/index.cf
m?pagename=bcnt

http://www3.mdanderson.org/app/medcalc/index.cfm?pagename=bcnt
http://www3.mdanderson.org/app/medcalc/index.cfm?pagename=bcnt


Tutt, ASCO 2021 and N Engl J Med 2021;384:2394-405

OLYMPIA TRIAL: DDFS

3-year distant disease–free survival
87.5% vs 80.4% (difference, 7.1 percentage 
points) HR 0.57



Tutt, ASCO 2021 and N Engl J Med 2021;384:2394-405

OLYMPIA TRIAL: IDFS

the 3-year invasive disease– free survival
85.9% vs 77.1% (difference, 8.8 percentage 

point) HR 0.58



OLYMPIA TRIAL: OS

Geyer,Annals of Oncology,2022

Median FU 3,5 years
Four-year OS 89.8% vs 86.4% (D 3.4%)
HR 0,68



Consider addition of adjuvant olaparib for 1 y for those with germline BRCA1/2 
mutations and: 

• TNBC, if 
1) ≥pT2 or ≥pN1 disease after adjuvant chemotherapy, or 
2) residual disease after preoperative chemotherapy

• HR-positive, HER2-negative tumors, if 
1) ≥4 positive lymph nodes after adjuvant chemotherapy (category 2A), 
2) residual disease after preoperative therapy and a clinical stage, 

pathologic stage, ER status, and tumor grade (CPS+EG) score ≥3 (category 2A). 

Olaparib should be given after completion of RT. 
Adjuvant olaparib can be used concurrently with endocrine therapy

REMBOURSEMENT 1/7/2023 
EN BELGIQUE



Rugo,SABCC 2021



CANCER TRIPLE NEGATIF
Maladie métastatique

• TROIS CIBLES:
PD-L1
BRCA1/2
TROP2



Pembrolizumab–ChT
a,c-f [I, A; MCBS 3; 
ESCAT I-A] 

PD-L1 ≥ 10 %



KEYNOTE 355
design

J Cortes ASCO 2020/Lancet 2020; 396: 1817–28 

Dual primary efficacy
endpoints
PFS
OS assessed: 
• in the PD-L1 CPS of 10 

or more,
• CPS of 1 or more,
• intention-to-treat

populations. 



KEYNOTE 355 results: 
PFS

Objectif principal (SURVIE SANS PROGRESSION)atteint dans les PD-L1 
CPS>10 (pas dans les CPS> 1; non testé dans la population globale)

Tendance à l’augmentation du bénéfice avec enrichissement score PD-L1

9,7 vs 5,6 Mo 
HR 0,65



KEYNOTE 355 results: 
recent update
OS

Cortes,NEJM, 2022

Objectif principal (SURVIE GLOBALE)atteint dans les PD-L1 CPS>10 (pas dans 
les CPS> 1; non testé dans la population globale)

23 vs 16,1Mo 
HR 0,73



PARP inhibitor-based
therapy (preferred
over ChT) [I, A; MCBS 
4; ESCAT I-A] 

OLAPARIB (LYNPARZA)
TALAZOPARIB (TALZENNA)



N Engl J Med 2017;377:523-33 N Engl J Med, 379 (8) (2018), pp. 753-763

EMBRACA trial
OLYMPIAD trial



OLYMPIAD trial
RESULTS:PFS

EMBRACA trial
RESULTS:PFS



• Patients with HER2-negative MBC and germline pathogenic or likely pathogenic
variants in BRCA1 or BRCA2 should be offered treatment with a PARP inhibitor (olaparib
or talazoparib), independent of HR status, as an alternative to ChT [I, A; ESMO-MCBS v1.1 
score: 4; ESCAT score: I-A]. 
•Prior treatment with anthracyclines et taxanes should not be required before offering
patients with MBC and gBRCAm treatment with a PARP inhibitor; nor should HR-positive 
patients be required to demonstrate complete endocrine resistance [I, D]. 
• There is insufficient evidence to determine the optimal sequencing of PARP inhibitors
with other active treatments such as ChT combinations in mTNBC or ET and targeted
therapy combinations in HR-positive disease [I, A]. 
• Patients who may be considered for treatment with a PARP inhibitor should be offered
genetic testing for pathogenic variants in BRCA1 and BRCA2 regardless of age, family
history or BC subtype. 



• Patients with HER2-negative MBC and germline pathogenic or likely pathogenic
variants in BRCA1 or BRCA2 should be offered treatment with a PARP inhibitor (olaparib
or talazoparib), independent of HR status, as an alternative to ChT [I, A; ESMO-MCBS v1.1 
score: 4; ESCAT score: I-A]. 
•Prior treatment with anthracyclines et taxanes should not be required before offering
patients with MBC and gBRCAm treatment with a PARP inhibitor; nor should HR-positive 
patients be required to demonstrate complete endocrine resistance [I, D]. 
• There is insufficient evidence to determine the optimal sequencing of PARP inhibitors
with other active treatments such as ChT combinations in mTNBC or ET and targeted
therapy combinations in HR-positive disease [I, A]. 
• Patients who may be considered for treatment with a PARP inhibitor should be offered
genetic testing for pathogenic variants in BRCA1 and BRCA2 regardless of age, family
history or BC subtype. 

Si BRCA ½ mutation germinale, PARPi est une 
alternative à la chimiothérapie en première 
ligne métastatique (I, A; ESMO-MCBS v1.1 

score: 4; ESCAT score: I-A])



sacituzumab govitecan (preferred) [I, A; MCBS 4]c,e or ChT 2d LINE



NEW CLASS OF TREATMENT: ANTICORPS MONOCLONAUX CONJUGUES



NEW CLASS OF TREATMENT: ANTICORPS MONOCLONAUX CONJUGUES
SACITUZUMAB GOVITECAN(SG) OU 
TRODELVY
First in class Trop-2 directed ADC

96% of triple-negative breast cancer (TNBC) tumors and many solid 
tumors 
overexpress Trop-2, making it an attractive target for new 
therapiesSG is distinct from other ADCs

• Antibody highly specific for trop-
2

• High drug to antibody ratio 7.6:1
• Internalization and enzymatic

cleavage by tumor cell not 
required for the liberation of SN-
38 from the antibody

1) Binding
2) Internalization
3) Intracellular 

trafficking
4) Lysosomal 

degradation
5) Cell cytotoxicity 



NEW CLASS OF TREATMENT: ANTICORPS MONOCLONAUX CONJUGUES

SACITUZUMAB GOVITECAN(SG)

BYSTANDER EFFECT
• Free SN-38 is membrane-

permeable and may leave the 
cell after ADC internalization 
and elicit antitumor effects in 
adjacent tumor cells

• Extracellularly released 
SN-38 in the tumor 
microenvironment may also 
permeate and act on the 
targeted tumor cell



ACCENT trial
design

.Bardia A, et al. N Engl J Med. 2021;384(16):1529-1541



ACCENT trial
results

.Bardia A, et al. N Engl J Med. 2021;384(16):1529-1541

Toxicity: neutropenia and diarrhea

Median OS : 12,1 vs 6,7
HR 0,48

P< 0,0001



CANCER HER2 POSITIF

PLACE DES ADCs anti HER2



HER2 BC maladie localisée

Annals of Oncology 30: 1194–1220, 2019 



HER2 BC maladie localisée

NEW CLASS OF TREATMENT: ANTICORPS MONOCLONAUX CONJUGUES

Lewis Phillips et al. Cancer Res. 2008.



HER2 BC maladie localisée

Primary endpoint:
Invasive DFS
Secondary endpoints:
DFS,OS,distance Recurrence free,safety



NEW CLASS OF TREATMENT: ANTICORPS MONOCLONAUX CONJUGUES



HER2 BC maladie métastatique



HER2 BC maladie métastatique

Annals of Oncology 30: 1194–1220, 2019 

Trastuzumab 
deruxtecan
[I, A; ESCAT I-
A]b,c
(preferred)
or
T-DM1
[I, A; MCBS 4; 
ESCAT I-A]a,b

Tucatinib–
capecitabine–
trastuzumab [II, 
A; MCBS 3; 
ESCAT I-A]a,b
(preferred)
or Trastuzumab 
deruxtecan
[II, A; ESCAT I-
A]b,c



HER2 BC maladie métastatique DESTINY BREAST-03 trial
design

Hurvitz S, SABC 2022/Lancet 2023; 401: 105–17 



HER2 BC maladie métastatique DESTINY BREAST-03 trial
Results (recent update)

Hurvitz,SABCC 2022
Lancet 2023; 401: 105–17 

PFS: 28,8 vs 6,8 HR 0,33
P< 0,0001

Destiny-03 Breast supports T-DXd as the superior HER2 ADC 
and the preferred 2nd line therapy for HER2+ MBC today

OS: NR
with 28 % of events in T-DXd vs 37 %

HR 0,64
P 0.0037



Response rates:
CR rates of  21% 
ORR 78.5%  

HER2 BC maladie métastatique DESTINY BREAST-03 trial
Results (recent update)

Lancet 2023; 401: 105–17 



HER2 BC maladie métastatique

DESTINY BREAST-03 trial
toxicity

drug-related ILD/pneumonitis
15 % vs 3 %
But lower grade 3 than other trials
Better knowledge and early treatment

Lancet 2023; 401: 105–17 

Standard 2nd line
BUT IN BELGIUM reimbursement pending

MNP 3rd line and beyond



HER2 positive mBC: ASCO GUIDELINES UPDATE 2022



CONCLUSIONS 
ET 

PERSPECTIVES



L’immunothérapie fait sa place dans le cancer du sein triple négatif à 
la fois en maladie localement avancée mais aussi  métastatique

MAIS l’avancée la plus importante, après les inhibiteurs de cycline 
kinase (HR +) est l’arrivée des nouveaux ANTICORPS MONOCLONAUX 
CONJUGUES avec linker clivable et effet sur les cellules du micro-
environnement tumoral

TOUS les sous types peuvent en bénéficier y compris HR +
• HER2 ++ SISH+/HER2+++:trastuzumab deruxtecan
• HER2 low…probablement ultra-low :trastuzumab deruxtecan
• TROP2 comme cible: cancer du sein et autre cancer

• Sacituzumab govitecan, Datopotamab Deruxtecan …



Evolving concepts in HER2 evaluation in breast cancer: 
Heterogeneity, HER2-low carcinomas and beyond

BREAST CANCER

Tarantino P et al, J Clin Oncol, 2020

45-55 % BC

Standard therapy:
Mab anti HER2
T-DM1 ,ADC

15-20 % BC 30-40  % BC



NEW ADC AND TUMOR HETEROGENEITY: HER2 TARGET
EFFICACY EVEN IN LOW HER2 BC AND GC

BREAST CANCER

Modi,JCO,2020

HEAVILY PRE TREATED PATIENT

ORR(overall response rate) =44 %
Median duration of response= 11 months





Mody,ASCO 2022/NEJM,2022

DESTINY-BREAST 04 RESULTS

2022 FDA Approved T-DXd as the new SOC for HER2 (1+ or 2+/ISH-)Low MBC



TROP-2

RUGO ASCO 2022



TROP-2

TROPICS-02 RESULTS

Rugo,JCO 2023
Benefit regardless of TROP-2 expression level

PRIMARY endpoint PFS + in heavily pre treated patient
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Tropion-2
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Giredestrant vs Tamoxifene ou 

Letrozole)
- Her2 neg/ ER ≥ 1%  
- N2-3 ou T4Nx
- HT seule post CT et/ou RT

SERENA-4      
Oral serd AZD9833 +PALBO VS 
Anastrozole+PALBO
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ESSENTIEL=ACCES AUX ETUDES CLINIQUES

T-DXt

Anti TROP-2
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Cancers du sein
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