
CHANGEMENTS DE PARADIGMES DANS LES 
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Définition du haut risque

Risque de récidive à distance à 5 ans

• < 10 % faible risque
• ≥ 10 % et < 20%: risque intermédiaire
• > 20 % : haut risque



• Résidu tumoral après CTNA (TN et HER2 +)

• RH+ avec plus de 4 N+ ou 1 à 3 N+ et FdR

Cancer du sein à haut risque de rechute





Comment améliorer le pronostic en 
cas de maladie résiduelle après 

CTNA ?



HER2 +
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a CPS+EG score incorporates pretreatment clinical stage, oestrogen receptor status, nuclear grade and pathological stage after neoadjuvant chemotherapy
b Data to support adjuvant capecitabine was not available when the OlympiA study was initiated in 2014
c by STEEP system2

1. NEJM OlympiA; 2.Hudis CA. J Clin Oncol 2007;25:2127–32

Randomization
1:1

N=1836
• DDFS

• OS

• BRCA1/2 associated 
cancers

• Health related QoL

• Safety and tolerability

• IDFSc

Primary endpoints

Key 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)

Placebob

(n=915)
Twice daily 

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

Neoadjuvant
chemotherapy Surgery RT 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
chemotherapySurgery RT/surgery 

as required

OlympiA: phase III study of  olaparib versus placebo as adjuvant treatment 
for high risk gBRCA-mutated, HER2-negative BC
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ƗIDFS analysis is descriptive at OS IA2; ‡DCO2 12 July 2021 (at 330 IDFS events, 25% data maturity)
Tutt J, 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.
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Months since randomization

921 825 777 738 694 603 495 382 293 204

915 807 765 715 656 571 459 370 293 187

No. at risk

Olaparib

Placebo

Olaparib (134 events)
Placebo (207events)

82.7%

75.4%

80

93.4%

88.4%

89.7%

81.4%

86.1%

77.3%

4-year IDFS rate

Olaparib
(n=921)

Placebo
(n=915)

82.7%

75.4%
Difference 7.3%
95% CI 3.0–11.5

HR0.63
95% CI 0.50–0.78

IDFS at DCO2‡

1-year
treatment cap

Survie sans maladie invasiveEssai OlympiA
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*Data from the pre-specified second interim analysis of OS (at ~330 IDFS events); cut-off date July 2021 (DCO2), data maturity 9%; †Non-proportional hazards; 98.5% CI is shown for the HR for OS 
because p<0.015 is required to indicate statistical significance for this endpoint
1. 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 2. In House Data, AstraZeneca. Data on file SD-2020-ALL-0088 
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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%

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

HR0.68†

98.5% CI 0.47–0.97
p=0.009

OS at DCO2

Olaparib (75 events)
Placebo (109 events)

Survie globaleEssai OlympiA



PARPi et sein adjuvant : en Pratique

• INDICATIONS 
• Mutation germinale de BRCA 1 ou 2
• Et traitées par chimiothérapie adjuvante ou néoadjuvante
• Et 

– triple négatif : et N+ ou T> 2cm ou avec résidu invasif post CNA
– RH+ HER2 négatif : ≥4N+ ou résidu invasif post CNA 

• TRAITEMENT
• Olaparib 300mg x2/jour pendant 1 an
• En association à l’hormonothérapie si RH positifs
• A débuter entre 2 et 12 semaines après la radiothérapie 

NEJM OlympiA; Hudis CA. J Clin Oncol 2007;25:2127–32
HAS, 2023



CDK4/6 Inhibiteurs en adjuvant : les études
PALLAS1,2 PENELOPE-B3,4 monarchE5,6 NATALEE7,8

N 5796 1250 5637 5101

Sex Men and women Women Men and women Men and women

Menopausal 
status

Pre- and 
postmenopausal

Pre- and postmenopausal Pre- and postmenopausal Pre- and 
postmenopausal

Disease severity • Stage II
• Stage III
• N0, N1, N2, N3

• Residual invasive 
disease after 
neoadjuvant therapy 
≥16 weeks (including 6 
weeks of taxane)

• CPS-EG ≥3 or score 2 if 
ypN+

• N0, N1, N2, N3

• Cohort 1: ≥4 ALN or 1-3 ALN + 
tumor size ≥5 cm and/or grade 3

• Cohort 2: 1-3 ALN + Ki-67 ≥20%

• Stage III (N0 and N1)
• Stage IIB and IIA N1
• Stage IIA N0 G3 or N0 

G2 with Ki-67 ≥20% or 
high risk by genetic test

• Stage II pts capped at 
40% of enrollment

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

off)

PAL 125 mg QD *
(3 weeks on/1 week off) ABE 150 mg BID RIB 400 mg QD *

(3 weeks on/1 week off)

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

LHRH agonist) LET or ANA

Duration of 
CDK4/6i therapy 2 years ~13 months Up to 2 years 3 years

References: 1. Clinicaltrials.gov. https://clinicaltrials.gov/ct2/show/NCT02513394. Accessed March 15, 2022; 2. Mayer E, et al. Lancet Oncol. 2021;22:212-222. 3. Clinicaltrials.gov. 
https://clinicaltrials.gov/ct2/show/NCT01864746. Accessed March 15, 2022; 4. Loibl S, et al. J Clin Oncol. 2021;39:1518-1530; 5. Clinicaltrials.gov. 
https://clinicaltrials.gov/ct2/show/NCT03155997. Accessed March 15, 2022; 6. Johnston S, et al. J Clin Oncol. 2020;38:3987-3998. 7. Clinicaltrials.gov. 
https://clinicaltrials.gov/ct2/show/NCT03701334. Accessed March 15, 2022; 8. Slamon D, et al. ASCO 2019. Poster TPS597.
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https://clinicaltrials.gov/ct2/show/NCT01864746. Accessed March 15, 2022; 4. Loibl S, et al. J Clin Oncol. 2021;39:1518-1530; 5. Clinicaltrials.gov. 
https://clinicaltrials.gov/ct2/show/NCT03155997. Accessed March 15, 2022; 6. Johnston S, et al. J Clin Oncol. 2020;38:3987-3998. 7. Clinicaltrials.gov. 
https://clinicaltrials.gov/ct2/show/NCT03701334. Accessed March 15, 2022; 8. Slamon D, et al. ASCO 2019. Poster TPS597.

pas d’AMM dans cette indication pas d’AMM dans cette 
indication 

AMM dans cette indication 



monarchE
Bénéfice maintenue en IDFS à 5 ans

Nadia Harbeck et al., ESMO 2023, LBA17



Indications de l’Abemaciclib en adjuvant

• Cancer du sein RH +/HER2 – avec 
envahissement ganglionnaire et haut risque 
de rechute

• 4 ou plus N +
• 1 à 3 N+ et grade 3 ou T3 ou T4
• Traitement pendant 2 ans
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L’actualité
en oncologie
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RIB + NSAI NSAI Seul

n/N 189/2549 (7,4) 237/2552 (9,3)

iDFS à 3 ans, % 90,4 87,1

HR (IC95%) 0,748 (0,618-0,906)

p 0,0014

Etude NATALEE : Survie sans maladie infiltrante

Pour le bras expérimental avec 
ribociclib :
► Bénéfice absolu en IDFS 

à 3 ans = 3,3 %
► Réduction du risque de 

maladie infiltrante = 25,2 %

Nbe à risque
RIB + NSAI 2 549 2 350 2 274 2 193 1 718 1 111 311 12 0
NSAI seul 2 552 2 240 2 166 2 071 1 631 1 067 286 13 0
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Au final ?

From Henning et al, Current oncology 2023
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Au final ?

From Henning et al, Current oncology 2023





Conclusions

• L’introduction de nouvelles molécules a permis 
d’améliorer le pronostic des cancers du sein à haut 
risque

• Sélection de patientes à très haut risque avec de 
nouvelles technologies (ADNc)

• Prochaines étapes :
• Associations : anti-PDL1 + Capécitabine ou IPARP
• Nouvelles molécules : SERD oraux
• Nouvelles indications : Ac Conjugués (TdXD, Sacituzumab

govitecan)


