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Ten different molecular subtypes of 
Breast Cancer with therapeutic implications

 ER+ and/or PgR+ (70% of pts)

 ER+ and/or PgR+ and HER-2+ (triple positive)

 ER+ and/or PgR+ and PI3K-mutated (40% of pts)

 ER+ and/or PgR+ and BRCA-mutated

 HER2+ and HR- ± BRCA-mutated

 TNBC ± BRCA mutation

 TNBC + PD-L1 positive



Proposed therapeutic algorithm 

for luminal subtype MBC in 2020

Postmenopausal ER+ mBC

Prior endocrine therapy as 

adjuvant treatment only
Prior endocrine therapy for 

mBC

No Yes

Fulvestrant + CDK4/6 inh. 

Fulvestrant + alpelisib✝

(PI3K- mutated) 

Exemestane + everolimus

NSAI + CDK4/6

NSAI* 

«De novo» mBC

with no prior 

AI/Tam

ER+

HER2-

NSAI + CDK4/6 inh.

Fulvestrant* (bone)

PD on NSAI PD following first-

line TAM or 

fulvestrant

Adj: Relapse on or within 

12 months of completing NSAI

Adj: Relapse >12 months of 

completing NSAI

*Pts with very limited bone disease

✝SOLAR-1, BOLERO-2

,‡

Awada A, et al. ESMO Open. 2019.



Trials in advanced luminal disease of interest for 
clinical practice

ASCO 2020 – abst 1007/1006

Aim: Best endocrine partner
with CDK4-6 inhibitor ?

Aim: Does Alpelisib work after
CDK4-6 inhibitor ?

Parsifal BY-lieve

First line
« End. sensitive »

N = 486

R

Fulvestrant (F) + 
palbo

Letrozole (L) +
palbo

Median PFS 28m (F) vs 33m (L)
- Failed to show superiority or 

non inferiority of F !
- Same dose intensity

Prior
CDK4-6

inh

Cohort A*
Fulv + alpelisib

Cohort B
Letrozole + alpelisib

N = 112

N = 112

* Median PFS 7.3m 
Clinical benefit 45%
Discontinued for AE 20%
Benefit of prophyl antihistaminics
(70% w/o rash)
Results cohort B pending



CDK4/6i in HR+/HER2+ Disease
MonarcHER Study





December 2015 - Confidential





Primary endpoint

• PFS in PIK3CA-mutant 
cohort

ALPELISIB +  Fulvestrant in HR+, HER2- MBC                        
Results of the phase III SOLAR-1 Trial

André F. et al
ESMO 2018 - NEJM 2019

+ 5,3 Mo
P = 0,00065



+ 7,9 Mois



Visceral Mets .
→  + 14,4 m



MonarchE and PALLAS : Study characteristics

Johnston et al, JCO, 38, 2020
Mayer et al, ESMO 2020

CHARACTERISTICS MONARCHE PALLAS

Study drug (2y)
Inclusion period

Abemaciclib
07/17 – 08/19

Palbociclib
09/15 – 11/18

Stratification factors Previous chemo
Menopausal status

Region

Stage II A vs IIB/III
Chemo yes/no

Age (50), Region

Pts eligibility LN + (≥4) or LN + (1-3) + 
T≥5cm or gr3 or ki67 ≥ 20%

Stage II – III

Statistics 85% power for HR 0.73 
5y IDFS 82,5% in control
Arm (390 IDFS events)

85% power for HR 0.75
(IDFS) 

Interim analysis 50% of required events 1st futility (167 events)
2d futility (313 events)

469 IDFS for final analysis



Abemaciclib (MONARCHE) and Palbociclib (PALLAS) in the Adjuvant Setting: 
Primary end point results 

MonarchE IDFS (med FU: 15,5 mo.) PALLAS IDFS (med FU: 23.7 mo)

Abema+ET ET

iDFS (2y)  92.2%                87%

HR 0.75, 95% CI 0.60 – 0.93 (P=0.01)

Palbo+ET ET alone

iDFS 88.2%           88.5%

HR 0.93, 95% CI 0.76 – 1.15

Johnston SRD et al, JCO 2020, LBA5                                                 Mayer, EL et al, ESMO 2020, LBA 12



Why do MonarchE and PALLAS results differ? 

MONARCHE PALLAS

Selection of pts More selective (100% high 
risk pts)

Less selective (60% high risk
pts)

CDK 4/6 inh. features Continuous therapy; 
Pan CDK inhibitor

Intermittent therapy
CDK4/6

CDK4/6 discontinuation 16.6% 42% 

CDK4/6 reduction 41% 89%

Sites of recurrence Bone: 30 (Abem.) vs 53% (ET 
alone)

Visceral: 69 (Abem.) vs 59%

NA

NA



The decision to use adjuvant CDK4/6 inhibitor (Abemaciclib) therapy is more 
complex than the obtained results of iDFS with a median FU of only 15 
months.

- OS data are important (awaited)

- More mature data of iDFS are important (at SABCS?)

- Qol and PROs are important

- Financial aspect is important

Nevertheless the results of Abemaciclib in high risk population are very

encouraging. 

Is abemaciclib a standard of care in EBC?



HER-2 Positive Breast Cancer:
Understanding the present, 

Moving to cure this disease ?!



Biomarkers (early FDG–PET) in HER2+ early disease :
who can forego chemotherapy ?

« Excellent responders » to 

Trastuzumab + Pertuzumab

identified by
FDG-PET

« Phergain » neoadjuvant trial
PET response (SUV ↓ by > 40%)

after 2# (= 80% of pts)

pCR ≈ 40%
ASCO 2020, abst 503



HER2+ BC: Optimizing neoadjuvant therapy
Anthracyclines needed?

ASCO 2020 – abst 501

« Train 2 » Dutch trial
N = 423 patients with stage II/III disease

Pac carbo HP x3

Pac carbo HP x6* Pac carbo HP x6*

F E(90) C x3

* Paclitaxel weekly d1+8; carbo AUC 6 q3wks

pCR 68%                                               Surgery pCR 67%

H continued H continued

3y EFS 93.5%                                                                                        3y EFS 92.7%
3y EFS HR 0.90 (0.50 – 1.63)

More ↓ in LVEF with 11% stopping H early

and 2 acute leukemias

R



KATHERINE STUDY: Role of T-DM1 in residual
disease following neoadjuvant therapy

= Standard of care



HER2+ BC: Results of Adjuvant T-DM1 
replacing taxane

ASCO 2020 – abst 500

« Kaitlin » : N = 1846 « high risk patients » (90% N+)
Median fup 57 months

AC AC 

* ! 18 cycles of T-DM1 planned T = taxane, K = T-DM1

R

3y IDFS 94% 3y IDFS 92.8%HR 0.97
(0.71-1.32)

88% 65%*

4% 28%

Improved…
HR 0.71 (0.42-0.80)

Completed therapy

Withdrew for AE

Patient reported outcomes

THP KP 



Treatment of HER2-positive MBC
Progress Over Time

Investigational agents



Progress on the clinical Management of HER2 
Positive advanced Breast cancer in 2020

• New HER2 agents in ABC
• Neratinib (NALA)
• Tucatinib
• Pyrotinib
• Trastuzumab Deruxtecan (DS-8201)

• Perspectives
• Antibody drugs conjugates (high and low HER2 

expressors!)



New HER2-TKIs for advanced disease

Tucatinib Pyrotinib

Potent HER2 TKI with
minimal EGFR inhibition

Potent Pan-ErbB
receptor TKI (HER1-2-4)



Tucatinib in HER2+ MBC ± Brain metastases



HER2 CLIMB











Agent Target Phase of 
development

Initial Phase I 
Results

Main Side 
Effects

DS8201a1

Humanized HER2 
antibody + 

topoisomerase-I 
inhibitor exatecan

Ongoing phase II 
(DESTINY-Breast01) and 

III (NCT03529110)

RR: 64.2%

PFS:10.4 mo.

(heavily pre-
treated patients)

Gastrointestinal 
and 

haematological

SYD9852 Trastuzumab + 
duocarmazine

Ongoing phase III 
(TULIP)

RR: 33%2

PFS: 9.4 mo.

Ophthalmologic 
effects 

(conjunctivitis and 
keratitis)

RC48- ADC3 HER2 antibody + 
MMAE

Ongoing phase II 
(NCT03500380)

RR: 36.7%
Transaminases 

elevations

Neutropenia

New Antibody drug conjugates (ADCs) targeting HER2

1 Iwata H et al. J Clin Oncol. 2018, 2 Saura C et al. J Clin Oncol. 2018, 3 Xu B et al. J Clin Oncol. 2018









Trastuzumab Deruxtecan



III. Triple Negative Breast Cancer Disease



Progresses on the management of Triple 
Negative Breast Cancer in 2020

• More on the benefit of adjuvant capecitabine in TNBC
• Checkpoints inhibitors-based combination on the 

neoadjuvant setting

• Update on the role of CPIs in the metastatic setting

• Perspectives
• Antibody drugs conjugates (Sacituzumab Govitecan)



SYSUCC01 Adjuvant capecitabine trial in early TNBC

ASCO 2020 – abst 507

Chinese group trial – N = 443 st IIb→IIIc
after completion of « standard » adj CTX/RT

Median follow-up = 57 m

* Completed therapy 91%, med dose intensity 85%, H&F syndrome 45% (17% gr3)

R
« Metronomic » Capecitabine*
650 mg/m 2 continuously

X 1y

Observation

83%                                 5y DFS                               73%
HR 0.63 (0.42 – 0.96)

DDFS
HR 0.63 (0.37 – 0.90)



Neoadjuvant Chemo-Immunotherapy in TNBC
A summary

pCR ITT 64,8% / 51;2%  ∆13;6% 57;6%/41.1% ∆16.5% 



Current standard-of-care treatments in metastatic 

triple-negative breast cancer and future perspective

CPIs + chemo



Question de corticoïdes?
Type de chimiothérapie ? Taxol vs Nab PacliT ?

Chemo ± CPIs in metastatic TNBC: A summary 





https://www.google.fr/url?sa=i&url=https://tnbctrial.com/&psig=AOvVaw3g_ex5epNxuf6Gd394Al2B&ust=1601393618480000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCOCd1qCWjOwCFQAAAAAdAAAAABAD


(Sacituzumab Govitecan)

https://www.google.fr/url?sa=i&url=https://tnbctrial.com/&psig=AOvVaw3g_ex5epNxuf6Gd394Al2B&ust=1601393618480000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCOCd1qCWjOwCFQAAAAAdAAAAABAD


(Sacituzumab Govitecan)

https://www.google.fr/url?sa=i&url=https://tnbctrial.com/&psig=AOvVaw3g_ex5epNxuf6Gd394Al2B&ust=1601393618480000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCOCd1qCWjOwCFQAAAAAdAAAAABAD


+ 5,4 mois

(Sacituzumab Govitecan)

∆

https://www.google.fr/url?sa=i&url=https://tnbctrial.com/&psig=AOvVaw3g_ex5epNxuf6Gd394Al2B&ust=1601393618480000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCOCd1qCWjOwCFQAAAAAdAAAAABAD


→  Arrêt = 4,7 %

(Sacituzumab Govitecan)

https://www.google.fr/url?sa=i&url=https://tnbctrial.com/&psig=AOvVaw3g_ex5epNxuf6Gd394Al2B&ust=1601393618480000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCOCd1qCWjOwCFQAAAAAdAAAAABAD


Nab-PacliTaxel

SG

Algorithme mTNBC - ABC 5 
Cardoso F , Annals Oncol online



Breast Cancer with mutations in

DNA damage response pathway genes



Progress on the management of gBRCA 
mutated Breast Cancer in 2020

• Role of PARP inhibitors
• as single agents (olaparib, talazoparib)
• in combination (veliparib)

• Therapeutic strategy in gBRCA-mutated breast tumors?



BC with mutations in DNA damage response genes

ASCO 2020 – abst P1018, 1002

Embraca trial (Talazoparib vs CTX of physician’s choice)
Little impact of any mutation beyond gBRCA1-2 mutation
• P53 mut (gBRCA1) : do worse
• PIK3 CA mut (gBRCA2) : no difference

TBCRC 048 « Olaparib expanded »
Cohort of germline or somatic mutations beyond gBRCA

PALB2
(N = 13)

ATM/CHEK2
(N = 17)

BRCA1-2
(N = 17)

Germline 82% RR 0/13 -

Somatic Too few 0/4 50% RR



Proposition for a clinical trial design 
including platinum compounds and PARP 

inhibitors in BRCA+ metastatic breast cancer

BRCA+ MBC 

Platinum-based

PD*

PD

Platinum-based

PARP inhibitor

* Progressive disease

PARP inhibitor



Proposition for a clinical trial design including 
platinum compounds and PARP inhibitors in 

BRCA+ metastatic breast cancer (2) 

BRCA + MBC
Platinum-based
4-6 cycles

R

PARP 
inhibitor as 
maintenance

No treatment

DC*

*Disease Control



Genomic Aberrations in Breast Cancer That Guide 
Precision Medicine: An Evolving Field



Thank you


