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Virtual Plenary Sessions (1/2)
26 November 2024; 16.30 ² 19.30 CET (Central European Time)

Time Title Speaker

16.30 ² 16.40 Welcome and meeting overview; introduction to the voting system Nadia Harbeck

Advancing Treatment Strategies in HR+ mBC: From Endocrine Therapy Foundations to Novel Targeted Options

16.40 ² 17.00

Endocrine therapy of HR+ mBC ² where to start and where to go (15-min presentation + 5-min Q&A)

Å Discuss the selection of patients who are most suitable for ET vs ET + CDK4/6 inhibitor as a first-

line treatment

Å Explore the importance of ESR1 mutations and the role of oral SERDS (eg, elacestrant) in the 

treatment landscape 

Nadia Harbeck

17.00 ² 17.20

Beyond endocrine therapy in HR+ mBC (15-min presentation + 5-min Q&A)

Å Discuss the role of biomarkers, molecular profiling, and resistance mechanisms in guiding 

treatment decisions 

Å Explore the role of targeted therapies such as PI3K inhibitors (eg, alpelisib), mTOR inhibitors (eg, 

everolimus), AKT inhibitors (eg, capivasertib), and PARP inhibitors (eg, olaparib) after failure of ET

Joseph Gligorov

17.20 ² 17.40

Treatment options for high-risk and endocrine-resistant HR+ mBC (15-min presentation + 5-min Q&A)

Å Define the criteria and characteristics of high risk in HR+ mBC

Å Discuss the role of chemotherapy for patients with high-risk or endocrine-resistant disease

Å Discuss treatment options for HR+, HER2+ mBC

Å Review the emerging role of ADCs as a treatment option for patients who have exhausted ET 

options 

Antonio Llombart

17.40 ² 17.50 Break
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Virtual Plenary Sessions (2/2)
26 November 2024; 16.30 ² 19.30 CET (Central European Time)

Time Title Speaker

How Does HR+ mBC Treatment Look Today and Tomorrow?

17.50 ² 18.20 Panel discussion: What is the optimal sequencing strategy for HR+, HER2² mBC? 
Nadia Harbeck and 

all faculty

18.20 ² 18.35

How bright is the future of HR+, HER2² mBC? Ongoing and planned clinical trials (10-min presentation 

+ 5-min Q&A)

Å Highlight ongoing clinical trials and novel therapeutic strategies for HR+ mBC 

Joseph Gligorov

18.35 ² 19.20

BC case-based panel discussion 

Å Case 1: HR+, HER2² mBC ² what should be the 1L therapy after progression on adjuvant therapy 

with AI + CDK4/6 inhibitor?

Á (10-min presentation + 5-min discussion) ² Alexander König (Germany)

Å Case 2: HR+, HER2² mBC ² 2L therapy after early progression in metastatic disease

Á (10-min presentation + 5-min discussion) ² Lauren Seknazi (France)

Å Case 3: HR+, HER2² mBC ² 2L therapy after long exposure to ET Ñ CDK4/6 inhibitor 

Á (10-min presentation + 5-min discussion) ² Paula Llor (Spain)

Nadia Harbeck and 

all faculty

19.20 ² 19.30 Session close Nadia Harbeck
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Introduction to the 
voting system

Nadia Harbeck



Question 1

Which languages do you speak? (Select all that apply.)

A. Arabic

B. English

C. French

D. German

E. Italian

F. Polish

G. Spanish

H. Other

?
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In the last 12 months, how many patients with HR+ mBC have you treated?

A. Ò5

B. 6²15

C. 16²25

D. 26²35

E. Ó36

Question 2?
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According to the current ESMO guidelines, which of the following biomarkers 
should be tested after progression on ET + CDK4/6 inhibitor? (Select all that 
apply.)

A. Germline BRCA1/2

B. Germline PALB2

C. PIK3CA mutation

D. ESR1 mutation

E. PTEN mutation

F. AKT1 mutation

Question 3?
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How does an ESR1 mutation affect endocrine therapy in HR+ mBC?

A. Enhances CDK4/6 inhibitor activity

B. Causes endocrine sensitivity

C. Promotes HER2 overexpression

D. Leads to endocrine resistance

Question 4?
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Objectives

Understand clinical and 

pathologic factors that 

influence first-line choice 

of therapy for patients 

with HR+ mBC

Discuss the role of 

biomarkers, molecular 

profiling, and resistance 

mechanisms in guiding 

treatment choices

Examine the role of 

targeted therapies 

following endocrine 

therapy failure

Explore current and future sequencing 

strategies for HR+, HER2ï mBC

Engage in patient case-based panel discussions and comprehensively discuss 

available treatment options

Gain insights into the care of patients 

with high-risk and endocrine-

resistant HR+ mBC
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Endocrine therapy in HR+, HER2 ï MBC:

LMU Breast Center | 12/9/2024  | Prof. Nadia Harbeck, MD

Where to start and where to go

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



HR+ HER2 -  metastatic  breast cancer

ÁGuideline recommendations

ÁCDK4/6 inhibitors in 1 st  line therapy

Á Oral SERDs

ÁRole of ESR1 mutation

ÁEfficacy and safety

ÁOpen clinical questions

Early breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024 15

CDK4/6i and beyond

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 
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Guidelines Breast

Version 2024.1E

www.ago-online.de

Endocrine Resistance in
Metastatic Breast Cancer

Primary endocrine resistance:

Á  Relapse within 2 years of adjuvant endocrine treatment (ET)

Á  Progressive disease within first 6 months of first-line ETx for MBC

Secondary (required) endocrine resistance:

Á Relapse while on adjuvant ET but after the first 2 years or a relapse 
within 12 months after completing adjuvant ET

Át5 җс ƳƻƴǘƘǎ ŀŦǘŜǊ ƛƴƛǘƛŀǘƛƻƴ ƻŦ 9¢ ŦƻǊ a./

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



ESMO metastatic  breast cancer guidelines

Metastatic  breast cancer | LMU breast center | www.lmu -brustzentrum.de | 12/9/2024 17

HR+ HER2 -  1 st  and 2 nd  line 1

1 Gennari  et al, Annals Oncol 2021; esmo.org

CDK4/6i are 
1st  line standard

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



HR+ HER2 -  metastatic  breast cancer

Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024 18

CDK4/6i use over time in Germany (PRAEGNANT Network)

Engler et al, GEBFRA 2022
This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



HR+ HER2 -  metastatic  breast cancer

Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024 19

CDK4/6i in 1 st  line substantially improve PFS

1. Han et al. Curr Probl Cancer2020;44:100606; 2. PalbociclibSummary of ProductCharacteristics. 2023; 3. HortobagyiGN et al. Ann Oncol 2018;29:1541ς1547; 
4. TripathyD et al. Lancet Oncol 2018;19:904ς915; 5. Goetz P et al. J Clin Oncol 2017,35:3638ς3646.; 6. Finn RS et al. N Engl J Med 2016:357:1925ς1936. 

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



HR+ HER2 -  metastatic  breast cancer

Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024 20

RIGHT CHOICE trial: Ribociclib in aggressive disease 1

1 Lu et al, SABCS 2022

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



Content of this presentation is copyrightedand responsibility of the author. Permission is required for re-use.

Improvement in median OS was 12.5 months with ribociclib plus letrozole

Ribociclib achieved statistically significant OS benefit in ML-2

HR, hazard ratio; ML-2, MONALEESA-2; LET, letrozole; OS, overall survival; PBO, placebo; RIB, ribociclib.

RIB + LET PBO + LET

Events/n 181/334 219/334

Median OS, mo 63.9 51.4

HR (95% CI) 0.76 (0.63-0.93)

P value .004

The P value of .004 crossed the prespecified boundary to claim superior efficacy

63.9 mo (5.3 y)

51.4 mo (4.3 y)

Gabriel N. Hortobagyi

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



66.8 mo (ȹ=13.1)

53.7 mo

MONARCH-3: OS in the ITT Population

Abemaciclib in combination with a NSAI resulted in longer OS compared to NSAI alone, however statistical significance 

was not reached. The observed improvement in median OS was 13.1 months.

abemaciclib + NSAI placebo + NSAI  

Median OS 

(months)
66.8 53.7

HR (95% CI) 

2-sided P value

0.804 (0.637-1.015)

P = .0664*

Final OS Analysis

Data cut: 29 Sep 2023

*P value did not reach threshold (0.034) for statistical 

significance at this final analysis.

This presentation is the intellectual property of the author/presenter. Contact them at Goetz.Matthew@mayo.edu for permission to reprint and/or distribute.

San Antonio Breast Cancer Symposium®, December 5-9, 2023

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



HR+ HER2 -  metastatic  breast cancer
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PALOMA - 2 overall survival

Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024

Slamon DJ et al. J Clin Oncol 2024;42:994 -1000

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



PARSIFAL-LONG: 
Extended PFS and OS by treatment arm (n = 389)

San Antonio Breast Cancer Symposium®  |  December 5-9, 2023

F: fulvestrant; L: letrozole; n(%), number of patients (percentage based onN); N: number of patients; OS: overall survival; P: palbociclib; PFS: progression-free survival

This presentation is the intellectual property of Antonio Llombart-Cussac, MD, PhD. Contact him at antonio.llombart@maj3.health for permission to reprint and/or distribute.

Median follow-up: 59.7 months. Data cutoff: May 2023.

Progression-Free Survival (PFS) Overall Survival (OS)

Median PFS (months)

F+P: 31.4 (95%CI: 24.4-44.2)

L+P: 34.5 (95%CI: 27.6-44.9)

Hazard ratio: 1.00 (95%CI: 0.78-1.29), P = .985

Median OS (months)

F+P: 68.5 (95%CI: 54.3-81.6

L+P: 61.9 (95%CI: 55.7-71.3)

Hazard ratio: 0.94 (95%CI: 0.72-1.23), P = .635



HR+ HER2 -  metastatic  breast cancer
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CDK4/6i in elderly

Singh H et al. Abst . #GS5 -06; SABCS 2017.

Metastatic  breast cancer | LMU breast center | www.lmu -brustzentrum.de | 12/9/2024

Á Pooled post hoc  analysis of elderly pts included in pivotal 1 st  line trials of CDK4/6i + AI
ÁITT population: 1,992 pts, 555 Ó65 yr, 329 Ó70 yr

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



CDK4/6 inhibitors 
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Similarities and differences

Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024

Palbociclib Abemaciclib Ribociclib

IC50
CDK4: 9-11 ɛM

CDK6: 15 ɛM

CDK4: 2 ɛM

CDK6: 5 ɛM

CDK4: 11 ɛM

CDK6: 39 ɛM

Dosing
125 mg daily

(3 wks on, 1 wk off)

200 mg twice daily

(continuously)

600 mg daily

(3 wks on, 1 wk off)

ORR in monotherapy,% 61 172 33

CNS penetration no yes no

Common AEs, % All Grades1 Grade 3/41 All Grades2 Grade 3/42 All Grades3 Grade 3/43

Neutropenia 95 54 88 27 74 59

Thrombocytopenia 76 19 42 2 9 1

Fatigue 68 0 65 13 36 2

Diarrhea 16 0 90 20 35 1

Nausea 23 0 65 5 52 2

Vomiting 5 0 35 2 29 4

Creatinine increase NR NR 98.5 0.8 NR NR

QTc prolongation NR NR NR NR 3 0

CNS, central nervous system; IC50, half-maximal inhibitory concentration; HR, hormone receptor; QTc, corrected QT interval

1. DeMichele A, et al. Clin Cancer Res. 2015;21(5):995-1001. 2. Finn RS, et al. J Clin Oncol. 2016;34(suppl):Abstract 507. 3. Hortobagyi GN, et al. N Engl J Med. 2016;375(18):1738-1748. 

Adapted from Barroso-Sousa R, et al. Breast Care (Basel). 2016;11(3):167-173.

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



HR+ HER2 -  metastatic  breast cancer
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Choice of CDK4/6i

Cardoso et al, The Breast 2024

Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024
This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



CDK4/6 inhibitors 
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Treatment beyond progression

Kalinsky  et al, ASCO 2022; Mayer et al, SABCS 2022

PACE : Palbociclib after palbociclib MAINTAIN : Ribociclib after palbociclib or ribociclib 

Metastatic  breast cancer | LMU breast center | www.lmu -brustzentrum.de | 12/9/2024
This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



CDK4/6 inhibitors 
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Treatment beyond progression

Kalinsky  et al, ASCO 2024

postMONARCH : Abemaciclib after palbociclib or ribociclib (only 8% abemaciclib)

Metastatic  breast cancer | LMU breast center | www.lmu -brustzentrum.de | 12/9/2024

Events

Abemaciclib + 

Fulvestrant 

(N=182)

Placebo +

Fulvestrant 

(N=186)

70 99

Median (95% CI); 

months

5.6

(5.4ï9.2)
3.9

(3.7ï5.4)

HR (95% CI);

Log rank P
0.66 (0.48ï0.91)

0.01

Statistical Significance Met 

at Interim Analysis

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



ESMO metastatic  breast cancer guidelines

Metastatic  breast cancer | LMU breast center | www.lmu -brustzentrum.de | 12/9/2024 30

HR+ HER2 -  1 st  and 2 nd  line 1

1 Gennari  et al, Annals Oncol 2021; esmo.org

CDK4/6i are 
1st  line standard

No optimal standard for 2nd line
-  biomarker driven

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



HR+ HER2 -  metastatic  breast cancer
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Kinetics of ESR1  mutations 1 - 5

Metastatic  breast cancer | LMU breast center | www.lmu -brustzentrum.de | 12/9/2024

Modified from: 1 Jeselsohn R et al. Clin. Cancer Res 2014;20:1757-1767.; 2 Jeselsohn R et al. Cancer Cell 2018;33:173-186.; 3 Allouchery V et al. Breast Cancer Res 
2018;20:40.: 4 Schiavon G et al. Sci Transl Med 2015;7:313ra182.; 5 Brett JO, et al. Breast Cancer Res 2021;23:85. 

ÁESR1 mutations develop under evolutionary pressure

ESR1, estrogen receptor alpha; ET, endocrine therapy

Metastatic BC

5%

Bis zu 
40%

Early-stage BC

Percentage 
ESR1m

Adjuvant ET 2nd line ET1st line ET 3rd line ET

RECURRENCE PROGRESSION PROGRESSION

33%0%ς1%

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



San Antonio Breast Cancer Symposium®, December 6-10, 2022

This presentation is the intellectual property of the author/presenter. Contact them at Kaklamani@uthscsa.edu  for permission to reprint and/or distribute.

EMERALD Phase 3 Study Design

Inclusion Criteria

ÅMen and postmenopausal women with 
advanced/metastatic breast cancer

ÅER-positive, a HER2-negative

ÅProgressed or relapsed on or after 1 or 2 lines 
of endocrine therapy for advanced disease, 
one of which was given in combination with a 
CDK4/6i

ÅÒ1 line of chemotherapy for advanced disease

ÅECOG PS 0 or 1 

Elacestrant 
400 mg daily c 

Two Primary 
Endpoints: e  

ÅPFS in all pts

ÅPFS in ESR1-
mut 

Follow -Up

Investigatorôs choice (SOC):
Fulvestrant 
Anastrozole
Letrozole
Exemestane

Stratification Factors:
ÅESR1-mutation status f

ÅPrior treatment with fulvestrant
ÅPresence of visceral metastases

PD or 
withdrawal 
criterion d

R
1:1b

aDocumentation of ER+ tumor with Ó1% staining by immunohistochemistry; bRecruitment from February 2019 to October 2020;   cProtocol-defined dose reductions permitted;  dRestaging CT scans every 8 weeks; 
eBlinded Independent Central Review; fESR1-mutation status was determined by ctDNA analysis using the Guardant360 assay (Guardant Health, Redwood City, CA). 

PFS, progression-free survival; Pts, patients; R, randomized; SOC, standard of care.

Å 477 pts; PD on CDKi
Å 70% fulvestrant as SOC
Å 70% visceral metastases
Å 25% one prior line of chemo



San Antonio Breast Cancer Symposium®, December 7-10, 2021

Bardia.Aditya@mgh.harvard.edu

This presentation is the intellectual property of the author/presenter. Contact Bardia.Aditya@mgh.harvard.edu for permission to reprint and/or distribute.

EMERALD: Primary Endpoint (PFS by IRC)

Å Elacestrant showed a statistically significant and clinically meaningful PFS improvement versus SOC in 
all patients with ER+/HER2- advanced/metastatic breast cancer following CDK4/6i therapy

All Patients (ITT)
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SOC

Elacestrant SOC

N 239 238

Event (%) 144 (60.3) 156 (65.5)

Median PFS (months) 2.79 1.91

P value 0.0018

Hazard ratio (95% CI) 0.697 (0.552ï0.880)

Elacestrant is associated 
with a 30% reduction in 
the risk of progression or 
death in all patients with 

ER+/HER2- mBC

Elacestrant
Standard of Care

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Time (months)

Ó2 lines of ET 
including CDK4/6i

mailto:%22Bardia,%20Aditya,M.D.%22%20%3cBardia.Aditya@mgh.harvard.edu%3e


HR+ HER2 -  metastatic breast cancer
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Oral SERDs: Elacestrant

Kaklamani et al, SABCS 2022Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024

2023



San Antonio Breast Cancer Symposium®, December 6-10, 2022

This presentation is the intellectual property of the author/presenter. Contact them at Kaklamani@uthscsa.edu  for permission to reprint and/or distribute.

mPFS Benefit of Elacestrant Positively Associated with CDK4/6i Duration

Duration on CDK4/6i in the 

Metastatic Setting

At Least 6 Months At Least 8 Months At Least 10 Months At Least 12 Months

Elacestrant
SOC 

Hormonal Therapy
Elacestrant

SOC
Hormonal Therapy

Elacestrant
SOC

Hormonal Therapy
Elacestrant

SOC
Hormonal Therapy

n 202 205 190 191 169 175 150 160

Median PFS, months
(95% CI)

2.79
(1.94 - 3.78)

1.91
(1.87 - 2.14)

3.52
(2.10 - 5.32)

1.91
(1.87 - 2.43)

3.65
(2.20 - 5.72)

1.91
(1.87 - 3.52)

3.78
(2.33 - 6.51)

1.91
(1.87 - 3.58)

Hazard ratio (95% CI) 0.688 (0.535 - 0.884) 0.685 (0.527 - 0.891) 0.642 (0.485 - 0.848) 0.613 (0.453 - 0.828)

n 103 102 98 93 87 87 78 81

Median PFS, months
(95% CI)

4.14
(2.20 - 7.79)

1.87
(1.87 - 3.29)

5.32
(2.33 - 8.61)

1.87
(1.87 - 3.29)

7.26
(3.65 - 9.23)

1.87
(1.84 - 3.29)

8.61
(4.14 - 10.84)

1.91
(1.87 - 3.68)

Hazard ratio (95% CI) 0.517 (0.361 - 0.738) 0.512 (0.351 - 0.744) 0.452 (0.301 - 0.674) 0.410  (0.262 - 0.634
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Safety Summary 

ÅMost adverse events (AEs), including nausea, were 
grade 1 and 2, and no grade 4 treatment -related AEs 
(TRAEs) were reported. 

Å Only 3.4% of patients receiving elacestrant and 0.9% 
receiving SOC discontinued therapy due to any TRAE. 

Å No deaths assessed as treatment-related were reported 
in either arm.

Å No hematologic safety signal was observed, and none 
of the patients in either treatment arm had 
sinus bradycardia.

Updated safety data were consistent with previously reported results:

Nausea Summary
Elacestrant 

(n=237)
SOC 

(n=230)

Grade 3 nausea, n (%) 6  (2.5%) 2  (0.9%)

Dose-reduction rate due to 
nausea, n (%)

3 (1.3%) Not applicable

Discontinuation rate due to 
nausea, n (%)

3 (1.3%) 0 (0%)

Antiemetic use 8%
10.3% (AI)

1.3% (Ful)
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Oxford

LoE GR AGO

Á ESR1-mutated  and CDK4/6i-pretreatment
      Elacestrant* 1b B +

Á PIK3CA-mutated
      Alpelisib + Fulvestrant 1b B +

Á Alterations in PIK3CA, AKT1, or PTEN
      Capivasertib + Fulvestrant** 1b B +

Á gBRCA-mutated
       Olaparib
       Talazoparib

1b
1b

A
A

++
++

*Particularly in patients who experienced prolonged PFS on the prior lines of ET and CDK4/6 inhibitors.
**No EMA approval yet (01/2024)

Second- and Subsequent-Line Therapies for HR+ HER2-
Metastatic Breast Cancer

(Specific mutations/alterations required)

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 
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SERENA - 2 (Camizestrant)

Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024

Patient Characteristics %

2nd line 68.8%

Prior AI (mBC) 63.3%

Prior AI ( eBC) 35.8%

Prior CDKi 49.6%

Visceral metastasis 58.3%

ESR1mut 37.7%

1 Oliveira M et al. GS3-02; SABCS 2022.; 2 Oliveira M Lancet Oncol2024;25:1424-1439
This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 
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SERENA - 2 (Camizestrant)
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PFS (investigator assessed) - Primary endpoint

1 Oliveira M et al. GS3-02; SABCS 2022.; 2 Oliveira M Lancet Oncol 2024;25:1424-1439
This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 
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SERENA - 2 (Camizestrant)

1 Oliveira M et al. GS3-02; SABCS 2022.; 2 Oliveira M Lancet Oncol2024;25:1424-1439

Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024
This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 
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SERENA - 2 (Camizestrant)

1 Oliveira M et al. GS3-02; SABCS 2022.; 2 Oliveira M Lancet Oncol 2024;25:1424-1439

Metastatic  breast cancer | LMU breast center | www.lmu -brustzentrum.de | 12/9/2024

Å Camizestrant grade 3/4 toxicity numerically dose-dependent
Å Grade 3/4 toxicity C 75 mg comparable with fulvestrant
Å 12.2% grade 1/2 photopsia
Å No relevant nausea

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 
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Oral SERDs

Kaklamani et al, SABCS 2022Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024
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HR+ HER2 -  metastatic  breast cancer

ÁCDK4/6i standard in 1 st  line therapy of HR+ HER2 -  MBC: Three available options 

(abemaciclib, palbociclib, ribociclib) ï all substantially improve PFS (HR 0.5); ribociclib with 

significant OS benefit in 1 st  line

ÁSafety profiles and monitoring requirements differ

ÁAfter CDK4/6i, no optimal standard ï therapy depends on, eg, duration of response to prior 

CDK4/6i, biomarkers (eg, g BRCA, PIK3CA , ESR1), patient preferences, and access

ÁGuidelines recommend endocrine -based therapy for several lines in endocrine -sensitive MBC 

ÁCDK4/6i after CDK4/6i is an evidence -based option for 2 nd  line therapy ( postMONARCH, 

MAINTAIN )

ÁElacestrant is the first oral SERD for clinical use ï approved in ESR1mut tumors ( EMERALD)

ÁEfficacy increases with duration of prior CDK4/6i benefit

ÁManageable safety, low discontinuation rates

ÁOther oral SERDs in development ï toxicities differ

Metastatic breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024 44

CDK4/6i and beyond

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



Breast cancer

45

Guidelines, standards, and open questions . . .

Breast cancer | LMU breast center | www.lmu -brustzentrum.de | 09.12.2024

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only. 



Q&A



Objectives

Understand clinical and 

pathologic factors that 

influence first-line choice 

of therapy for patients 

with HR+ mBC

Discuss the role of 

biomarkers, molecular 

profiling, and resistance 

mechanisms in guiding 

treatment choices

Examine the role of 

targeted therapies 

following endocrine 

therapy failure

Explore current and future sequencing 

strategies for HR+, HER2ï mBC

Engage in patient case-based panel discussions and comprehensively discuss 

available treatment options

Gain insights into the care of patients 

with high-risk and endocrine-

resistant HR+ mBC
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Beyond endocrine therapy
in HR+ mBC

Pr Joseph Gligorov

FACULTY
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çKnowledge is the only value that increases with sharing è
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Hypothesis



ESMO-MCBS Scoring: 1st line HR+ ABC

ESMO-MCBS

5

4

3

2

1

Substantial magnitude 

of clinical benefit

Final adjusted magnitudie of clinical benefit grade: OS, PFS, DFS, HR, RR, QoL, 
toxicity

The ESMO-MCBS grading highlights treatments with substantially improve OS 
and/or the quality of life (QoL)

Score: 3

PAL + LET
1st line
Postmenopausal
ER/PR+ ABC 
PALOMA-2
Primary endpoint: PFS

Score: 4

RIB + LET
1st line
Postmenopausal
HR+, HER2ς ABC
MONALEESA-2
Primary endpoint: PFS

Score: 5

RIB + HT
1st line
Premenopausal
HR+, HER2ς ABC
MONALEESA-7
Primary endpoint: PFS

MCBS, Magnitude of Clinical Benefit Scale 
ESMO-Magnitude of Clinical Benefit Scale (V1.1). Available at: https://www.esmo.org/guidelines/esmo-mcbs  

Score: 3

ABE + HT
1st line
Postmenopausal
ER/PR+ ABC 
MONARCH-3
Primary endpoint: PFS



What to do next ?



Ann Oncol 2021;32(12): 1475-1495
ESMO Metastatic Breast Cancer Living Guidelines, v1.1 May 2023"

https://www.esmo.org/guidelines/guidelines-by-topic/esmo-clinical-practice-guidelines-breast-cancer/metastatic-breast-cancer
https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline


What do we now about expectations after 1st line CDK4/6 inh +ET ?

Munzoneet al. Esmoopen 2021



Do we need specific biomarkers, tests 
to improve treatment decision strategy?

Ann Oncol 2021;32(12): 1475-1495
ESMO Metastatic Breast Cancer Living Guidelines, v1.1 May 2023"

https://www.esmo.org/guidelines/guidelines-by-topic/esmo-clinical-practice-guidelines-breast-cancer/metastatic-breast-cancer
https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline


The key questions ?

ÅIs the tumour still endocrine sensitive, according to the resence of 
the target ?

ÅDo we have any mechanism of resistance we might target ?

ÅDo we have any other target of interest out of those involved in the 
ER pathway ?



Arguments to consider advanced ER positive breast cancer 
still endocrine sensitive after CDK4/6i + first line ET exposure

ÅNeeds to have been considered ET at the previous line ( including 
CDK4/6 inh exposure).

ÅNeeds to still have the presence of the target (ER).

ÅNeeds to verify the absence of mutations of the target.



ET NAÏVE: unknown if there is sensitivity or resistance to endocrine therapy (ET) since has never received ET

PRIMARY ENDOCRINE RESISTANCE is defined as:
 Relapse while on the first 2 years of adjuvant ET, or
 PD within first 6 months of 1st line ET-based therapy for ABC
 (note: this definition is the same regardless of whether therapy included a CDK4/6i or not)

SECONDARY (ACQUIRED) ENDOCRINE RESISTANCE is defined as:
 All other clinical situations of endocrine-resistance 
 (examples include: 1) Relapse while receiving adjuvant ET but after at least 2 years; 2) PD after at least 6 

months of 1st line ET-based therapy for ABC; 3) PD after any duration of 2nd+ line ET-based therapy for ABC; 4) 
Known ESR1 mutation)

 (note: definition unaffected by therapy with CDK4/6i, mTOR/PI3Ki, or other adjunctive drugs)
 
ENDOCRINE INSENSITIVITY is defined as:
 PD within 2 months of later-line ET-based therapy for ABC and no additional ET-based approaches 

likely to result in clinically meaningful benefit
(LoE:  Expert opinion/NA) (95%)

ENDOCRINE SENSIVITY/RESISTANCE NEW/MODIFIED

Note: resistance is a continuum, and these definitions help clinical trials but do not necessarily dictate clinical practice
F. Cardoso et al, The Breast 2024,



PARSIFAL-LONG:Extendedfollow-upof hormonereceptor- positive/HER2-
negativeadvancedbreastcancerpatientstreated with fulvestrantand
palbociclibvsletrozoleandpalbociclibin the PARSIFALstudy

Thispresentation is the intellectual property of Antonio Llombart-Cussac,MD,PhD.Contacthim at antonio.llombart@maj3.health for permissionto reprint and/or distribute.
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PARSIFAL (NCT02491983): An international, multicenter, phase II clinical trial assessing 

whether fulvestrant or letrozole was the optimal endocrine partner for palbociclib in patients 

with untreated, endocrine sensitive, HR[+]/HER2[-] advanced breast cancer

Background:ParsifalStudy

IQR:Interquartilerange(25%and75%); HR:hazardratio;No.:numberofpatients;mo:months

The trial failed to demonstrate an 
improvement in PFS of palbociclib
+ fulvestrant over palbociclib + letrozole,
with a median follow-up of 32 months 
(IQR, 24.2-39.7).

Llombart-Cussac A, et al. JAMA Oncol.

2021 Dec 1;7(12):1791-1799.

Thispresentation is the intellectual property of Antonio Llombart-Cussac,MD,PhD.Contacthim at antonio.llombart@maj3.health for permissionto reprint and/or distribute.
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Results:Post-progression Survival by PFS duration (< 6, 6 - 12, andÓ12 

months) for progressing patients (n=229)

n(%), numberof patients(percentagebasedon N);N: numberof patients;mo.:months;OS:overallsurvival;PFS: progression-free survival

Eventspercohort:
Ó12: 103 (65.2%)
<12toÓ6:34(94.4%)
<6: 27(77.1%)

MedianOSpost-progression:

Ó12: 27mo. (95%CI:24.1-31.1)

<12toÓ6:19.2mo.(95%CI:8.6-24.5)

<6: 18mo. (95%CI:8.6-24.7)

Thispresentation is the intellectual property of Antonio Llombart-Cussac,MD,PhD.Contacthim at antonio.llombart@maj3.health for permissionto reprint and/or distribute.
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18F-FES PET for the detection of ER-positive lesions 
in breast cancer patients is

Sensitive: a pooled sensitivity of 82%

Highly specific: a pooled specificity of 94%

High diagnostic accuracy: a pooled AUC of 0.8899 

Potential to be added to the breast cancer toolbox 
as an imaging tool for therapy guiding and 
predicting the endocrine therapy response

Rev Assoc Med Bras. 2023;69(Suppl 1):e2023S116



HR positivity and Cancer heterogeneityé

(18F)-FDG at 60 min (18F)-FES at 60 min

Courtesy Dr K KerrouGrinda Tet al. NPJ J BreastCancer 2021



Lancet Oncol 2022; 23: 1367ς77
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Conclusion 1

ÅSince CDK4/6i are part of 1st-line ET strategy, it might be important 
that we redefine endocrine treatment sensitivity

ÅWe know, that lost of ER is frequent in metastatic situation, but 
moreover it is heterogenous, and other approaches might be helpful 
to better appreciate tumour heterogeneity

ÅConcerning ER, mutation rate is increasing during metastatic disease 
ƧƻǳǊƴŜȅ ŀƴŘ ƳƛƎƘǘ ŎƭŜŀǊƭȅ ƛƴŦƭǳŜƴŎŜ 9¢ ǎŜƴǎƛǘƛǾƛǘȅ ŀƴŘ ŎƘƻƛŎŜΧ



Arguments to consider advanced ER positive breast cancer 
still endocrine sensitive after CDK4/6i + first line ET 
ŜȄǇƻǎǳǊŜΧ but need to target a mechanism of resistance 

Lone et al. Molec Cancers 2022



Arguments to consider advanced ER positive breast cancer 
still endocrine sensitive after CDK4/6i + first line ET 
ŜȄǇƻǎǳǊŜΧ but need to target a mechanism of resistance 

/ŜǎŎƻƴ Ŝǘ ŀƭΦ bŀǘǳǊŜ /ŀƴŎŜǊ нлнл



Arguments to consider advanced ER positive breast cancer 
still endocrine sensitive after CDK4/6i + first line ET 
ŜȄǇƻǎǳǊŜΧ but need to target a mechanism of resistance 

Dimitrakopoulos et al. Cancer Letters 2021



Incidence of targetable alterations after CDK4/6i 
exposure

André et al. Ann Oncol 2024

Ribociclib + ET

Placebo + 
ET



Conclusion 2

²ƘŜƴΚ How do we do it?

BRCA 1/2 From the first line Germinal (tumour screening possible)3

HER2 From the first line IHC+/-ISH tumour

ESR1 On the second line Priority liquid biopsy

PIK3CA On the second line Liquid biopsy or tumour

AKT On the second line Liquid biopsy or tumour

PTEN inactivation On the second line Liquid biopsy or tumour

HER2 mutations On the second line Liquidbiopsyor tumour

1. Cardoso F et al. Ann Oncol 2020;31:1623-49; 2. Gennari A et al. Ann Oncol 2021;32:1475-95; 3. INCa guidelines 2019 PARP inhibitors: recommendations for a pathway in oncology genetics.  

Lƴ ǇǊŀŎǘƛŎŜΣ ŀǘ ƭŜŀǎǘ ΧŀƴŘ ƛŦ correspondingdrugsavailable



1- Targeting the BRCA germline mutation 



Treatmentof 2nd line: BRCA germlinemutation (key messages)

Positive studiesin PFS (main objective) - but not in OS



2- Targeting the PI3K/AKT/m - TOR pathway 

Targeting PIK3CA mutations : alpelisib

Targeting the activated pathway (PIK3CA/AKT mutations and/or loss
of PTEN): capivasertib

Suggest an m-TOR inhibitor : everolimus



Targeting PIK3CA mutations ( Alpelisib , not reimbursed 
in France) 

SOLAR- 1 study: PFS

André F et al, NEJM 2019 and Ann Oncol, 2021

5.3 months Ÿ 11. months
HR 0.65 

PIK3CA mutation
(n=341)

No PIK3CA mutation
(n=331)

6% of patients had an i CDK4-6
Negative study in OS but + 7.9 months

BYLieve study (post CDK)
N = 127 

Rugo HS et al, Lancet Oncol 2021

m PFS 7.3 months



Capivasertib (pan- AKT inhibitor)

CAPITELLO - 291 study

70% of patients had a 
CDK4-6i 

17% no data on PIK3CA

400 mg 4d/7



Capivasertib

CAPITELLO - 291 study: results 

Total population
n=708 

Population pathway 
activation n= 289

Population without 
activation of

the track n= 313
(exploratory)

mPFS3.6 Ÿ 7.2 months 3.1Ÿ 7.3 months 3.7Ÿ 5.3 months 

Turner N et al, NEJM 2023


