
Meet The Professor
Optimizing the Management of ER-Positive 

and Triple-Negative Breast Cancer
Tuesday, March 7, 2023
5:00 PM – 6:00 PM ET

Sara M Tolaney, MD, MPH
Faculty 

Moderator
Neil Love, MD



Commercial Support

This activity is supported by educational grants from AstraZeneca 
Pharmaceuticals LP, Exact Sciences Corporation, Sanofi, and TerSera
Therapeutics LLC.



Dr Love — Disclosures
Dr Love is president and CEO of Research To Practice. Research To Practice receives funds in the form of 
educational grants to develop CME activities from the following companies: AbbVie Inc, Adaptive 
Biotechnologies Corporation, ADC Therapeutics, Agios Pharmaceuticals Inc, Alexion Pharmaceuticals, 
Amgen Inc, Array BioPharma Inc, a subsidiary of Pfizer Inc, Astellas, AstraZeneca Pharmaceuticals LP, Aveo 
Pharmaceuticals, Bayer HealthCare Pharmaceuticals, BeiGene Ltd, BeyondSpring Pharmaceuticals Inc, Blueprint 
Medicines, Boehringer Ingelheim Pharmaceuticals Inc, Bristol-Myers Squibb Company, Celgene Corporation, 
Clovis Oncology, Coherus BioSciences, CTI BioPharma Corp, Daiichi Sankyo Inc, Eisai Inc, Elevation Oncology Inc, 
EMD Serono Inc, Epizyme Inc, Exact Sciences Corporation, Exelixis Inc, Five Prime Therapeutics Inc, Foundation 
Medicine, G1 Therapeutics Inc, Genentech, a member of the Roche Group, Genmab US Inc, Gilead Sciences Inc, 
Grail Inc, GSK, Halozyme Inc, Helsinn Healthcare SA, ImmunoGen Inc, Incyte Corporation, Ipsen 
Biopharmaceuticals Inc, Janssen Biotech Inc, administered by Janssen Scientific Affairs LLC, Jazz 
Pharmaceuticals Inc, Karyopharm Therapeutics, Kite, A Gilead Company, Kronos Bio Inc, Lilly, Loxo Oncology 
Inc, a wholly owned subsidiary of Eli Lilly & Company, MEI Pharma Inc, Merck, Mersana Therapeutics Inc, 
Mirati Therapeutics Inc, Natera Inc, Novartis, Novartis Pharmaceuticals Corporation on behalf of Advanced 
Accelerator Applications, Novocure Inc, Oncopeptides, Pfizer Inc, Pharmacyclics LLC, an AbbVie Company, 
Puma Biotechnology Inc, Regeneron Pharmaceuticals Inc, Sanofi, Seagen Inc, Servier Pharmaceuticals LLC, 
SpringWorks Therapeutics Inc, Sumitomo Dainippon Pharma Oncology Inc, Taiho Oncology Inc, Takeda 
Pharmaceuticals USA Inc, TerSera Therapeutics LLC, Tesaro, A GSK Company, TG Therapeutics Inc, 
Turning Point Therapeutics Inc, Verastem Inc, and Zymeworks Inc.



Research To Practice CME Planning Committee Members, 
Staff and Reviewers

Planners, scientific staff and independent reviewers for Research To Practice 
have no relevant conflicts of interest to disclose.



Dr Tolaney — Disclosures

Consulting Agreements

4D Pharma PLC, Aadi Bioscience, ARC Therapeutics, AstraZeneca 
Pharmaceuticals LP, Bayer HealthCare Pharmaceuticals, BeyondSpring
Pharmaceuticals Inc, Blueprint Medicines, Bristol-Myers Squibb Company, 
CytomX Therapeutics, Daiichi Sankyo Inc, Eisai Inc, Ellipses Pharma, 
Genentech, a member of the Roche Group, Gilead Sciences Inc, Incyte 
Corporation, Infinity Pharmaceuticals Inc, Lilly, Menarini Group, Merck, 
Myovant Sciences, Novartis, OncoSec Medical, OncXerna Therapeutics Inc, 
Pfizer Inc, Reveal Genomics, Sanofi, Seagen Inc, Stemline Therapeutics Inc, 
Umoja Biopharma, Zentalis Pharmaceuticals, Zetagen, Zymeworks Inc

Contracted Research

AstraZeneca Pharmaceuticals LP, Bristol-Myers Squibb Company, Cyclacel
Pharmaceuticals Inc, Eisai Inc, Exelixis Inc, Genentech, a member of the 
Roche Group, Gilead Sciences Inc, Lilly, Merck, NanoString Technologies, 
Nektar, Novartis, Pfizer Inc, Sanofi, Seagen Inc



We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll
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begins and throughout the program.
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Introduction: Male Breast Cancer

MODULE 1: Hormone Receptor-Positive Breast Cancer

MODULE 2: Triple-Negative Breast Cancer
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Introduction: Male Breast Cancer

MODULE 1: Hormone Receptor-Positive Breast Cancer
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Mortality Risks Over 20 Years in Men with Stage I-III
Hormone Receptor-Positive Breast Cancer

Leone JP et al. 
SABCS 2022;Abstract PD6-08.



Cancer 2022;128:3796-803.



J Clin Oncol 2022;40:2408-19

J Clin Oncol 2022 Aug 1;40(22):2395-2397



Meet The Professor with Dr Tolaney

Introduction: Male Breast Cancer

MODULE 1: Hormone Receptor-Positive Breast Cancer – Part 1
• Dr Astrow: 32-year-old premenopausal woman with T1cN0 ER/PR-positive, HER2-negative, gBRCA2-mutant IDC 

with an Oncotype DX® Recurrence Score® (RS) of 30 receives adjuvant chemotherapy followed by 
leuprolide/letrozole but wishes to discontinue treatment to attempt pregnancy

• Dr Gupta: 38-year-old woman with T2N0 ER/PR-positive, HER2-negative IDC; RS of 35; has severe menopause after 
adjuvant TC, TAH/BSO and letrozole 

• Dr Lamar: 53-year-old postmenopausal woman with bilateral ER-positive, HER2-negative breast cancer; RS on the 
left is low and on the right is 30 but the tumor is 4 mm 

• Dr Leasure: 42-year-old premenopausal woman with a 5-cm ER/PR-positive (100%), HER2-negative Grade I IDC 

MODULE 2: Triple-Negative Breast Cancer

MODULE 3: Appendix



Case Presentation: 32-year-old premenopausal woman with T1cN0 
ER/PR-positive, HER2-negative, gBRCA2-mutant IDC with an 
Oncotype DX Recurrence Score (RS) of 30 receives adjuvant 
chemotherapy followed by leuprolide/letrozole but wishes to 
discontinue treatment to attempt pregnancy

Dr Alan Astrow (Brooklyn, New York) 



Clinicopathological Characteristics, Treatment 
Patterns and Disease Outcomes of Germline BRCA1/2 
Carriers with Early Stage HER2-Negative Breast Cancer 
and Potential Eligibility for Adjuvant Olaparib

Morganti S et al. 
SABCS 2022;Abstract P2-01-02.



J Clin Oncol 2021 September 10;39(26):2959-61.



ASCO 2021 Adjuvant PARP Inhibitor Updated Recommendations

• For patients with localized, HER2-negative breast cancer with high risk of recurrence and germline 
BRCA1 or BRCA2 pathogenic or likely pathogenic variants, 1 year of adjuvant olaparib should be 
offered after completion of (neo)adjuvant chemotherapy and local treatment, including 
radiation therapy.

• For those who underwent surgery first, 1 year of adjuvant olaparib should be offered for patients with 
triple-negative breast cancer and tumor size >2 cm or any involved axillary nodes. 

• For those with hormone receptor (HR)-positive disease, 1 year of adjuvant olaparib should be offered 
to those with at least 4 involved axillary lymph nodes. 

• For patients who received neoadjuvant chemotherapy, 1 year of adjuvant olaparib should be offered 
to patients with triple-negative breast cancer and any residual cancer; for patients with HR-positive
disease, 1 year of adjuvant olaparib should be offered to patients with residual disease and a clinical 
stage, pathologic stage, estrogen receptor and tumor grade score ≥3.

Tung NM et al. J Clin Oncol 2021;39(26):2959-61.



Capecitabine + olaparib for 1 year*

Olaparib for 1 year*

Olaparib + pembrolizumab

Olaparib for 1 year + or 
followed by pembrolizumab 

Adjuvant therapy

No

No

No

No

No

PD-L1 expression a factor?

Olaparib for 1 year* No

Regulatory and reimbursement issues aside, in general, what would you recommend as 
adjuvant therapy for a patient with TNBC, a germline BRCA mutation and a PD-L1 
combined positive score (CPS) of 1 who has residual disease after neoadjuvant 
chemotherapy? Does level of PD-L1 expression have any bearing on your response?

*If patient received neoadjuvant pembrolizumab, I would complete pembrolizumab in combination with olaparib

Olaparib for 1 year*



Regulatory and reimbursement issues aside, have you attempted 
or would you attempt to access olaparib as part of adjuvant 
therapy for a patient with a germline PALB2 mutation and TNBC 
who has residual disease after neoadjuvant chemotherapy?

I haven’t but would 
for the right patient 

I haven't but would 
for the right patient

I have

I haven’t but would 
for the right patient 

I haven't but would 
for the right patient

I haven’t but would 
for the right patient 



Case Presentation: 38-year-old woman with T2N0 
ER/PR-positive, HER2-negative IDC; RS of 35; has severe 
menopausal symptoms after adjuvant TC, TAH/BSO and letrozole

Dr Ranju Gupta (Bethlehem, Pennsylvania)



Inside the Issue — Exploring the Current Role of Ovarian 
Suppression in the Management of Breast Cancer

Moderator
Neil Love, MD

Faculty 

Wednesday, February 8, 2023
5:00 PM – 6:00 PM ET

Kathy D Miller, MD
Ann Partridge, MD, MPH



OFS/ablation + tamoxifen

Hierarchy of Endocrine Therapy for Premenopausal Women

OFS/ablation + aromatase inhibitor

Tamoxifen

OFS = ovarian function suppression



J Clin Oncol 2023 March 1;41(7):1370-5.

J Clin Oncol 2023 March 1;41(7):1376-82.



J Clin Oncol 2023 March 1;41(7):1339-41.



Back to the Beginning: The Role of Ovarian Suppression

“Ovarian suppression with an aromatase inhibitor should become the preferred initial 
hormone therapy recommendation for all premenopausal women with high-risk (ie, 
grade 3, T2, and age , 35 years) ER-positive breast cancer. We favor a stepwise approach, 
first initiating and evaluating toxicity with ovarian suppression alone and then adding an 
aromatase inhibitor. Should toxicity be intolerable, reversion to tamoxifen alone, or with 
continued ovarian suppression remains an option and is certainly preferable to 
discontinuation of all antiestrogen therapies. Ovarian suppression should not be 
considered a mandate for patients with lower risk disease where the long-term toxicities 
outweigh the benefits.”

Connolly RM, Miller KD. J Clin Oncol 2023 March 1;41(7):1339-41.
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Back to the Beginning: The Role of Ovarian Suppression

“Ovarian suppression with an aromatase inhibitor should become the preferred initial 
hormone therapy recommendation for all premenopausal women with high-risk (ie, grade 
3, T2, and age , 35 years) ER-positive breast cancer. We favor a stepwise approach, first 
initiating and evaluating toxicity with ovarian suppression alone and then adding an 
aromatase inhibitor. Should toxicity be intolerable, reversion to tamoxifen alone, or with 
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Love N et al. SABCS 2015;Abstract P1-14-20. 



Tamoxifen

Tamoxifen

OFS/ablation 

Tamoxifen

Tamoxifen

RS = 8
ET

OFS/ablation and tamoxifen 

Discuss OFS with tamoxifen/AI 

OFS/ablation 

OFS/ablation and letrozole 

OFS/ablation and exemestane 

RS = 20
ET

Tamoxifen OFS/ablation and letrozole 

Which adjuvant treatment would you most likely recommend for a 
30-year-old premenopausal woman with 1-cm ER-positive, HER2-negative, 
node-negative localized breast cancer and the RS below?

ET = endocrine therapy; OFS = ovarian function suppression; AI = aromatase inhibitor



Tamoxifen

Tamoxifen

OFS/ablation

Tamoxifen

Tamoxifen

RS = 8
ET

OFS/ablation and tamoxifen 

Discuss OFS with tamoxifen/AI 

OFS/ablation

OFS/ablation and letrozole 

OFS/ablation and exemestane 

RS = 20
ET

Tamoxifen OFS/ablation and exemestane 

Which adjuvant treatment would you most likely recommend for a 
30-year-old premenopausal woman with 1.5-cm ER-positive, HER2-negative, 
node-negative localized breast cancer and the RS below?



OFS/ablation and tamoxifen 

Tamoxifen

OFS/ablation

OFS/ablation and letrozole

Tamoxifen

RS = 8
ET

OFS/ablation and tamoxifen 

Discuss OFS with tamoxifen/AI 

OFS/ablation

OFS/ablation and letrozole 

OFS/ablation and exemestane 

RS = 20
ET

Tamoxifen OFS/ablation and letrozole 

Which adjuvant treatment would you most likely recommend for a 
30-year-old premenopausal woman with 2-cm ER-positive, HER2-negative, 
node-negative localized breast cancer and the RS below?



OFS/ablation and tamoxifen 

Discuss OFS with tamoxifen/AI 

OFS/ablation

OFS/ablation and letrozole

Tamoxifen

RS = 8
ET

OFS/ablation and tamoxifen 

OFS/ablation and AI

OFS/ablation

OFS/ablation and letrozole

OFS/ablation and exemestane 

RS = 20
ET

Tamoxifen OFS/ablation and letrozole 

Which adjuvant treatment would you most likely recommend for a 
30-year-old premenopausal woman with 2.5-cm ER-positive, HER2-negative, 
node-negative localized breast cancer and the RS below?



OFS/ablation and anastrozole

OFS/ablation + tamoxifen 

OFS/ablation + tamoxifen 
or letrozole 

OFS/ablation + tamoxifen 
or + letrozole 

OFS/ablation + exemestane

RS = 8
ET

OFS/ablation and anastrozole

OFS/ablation + anastrozole 

OFS/ablation + tamoxifen
or letrozole 

OFS/ablation + letrozole 

OFS/ablation + exemestane

RS = 20
ET

OFS/ablation + letrozole OFS/ablation + letrozole 

Which adjuvant ET would you most likely recommend for a 30-year-old
premenopausal woman with ER-positive, HER2-negative localized breast cancer 
with 1 positive node and the RS below? 



Yes

Yes

No*

No

Yes, for select younger patients

For fertility preservation 

No

Yes

Yes

Yes

No

For ovarian function preservation 

No Yes

*Fertility specialist discusses with patient

For premenopausal patients (age 40-50 years) with ER-positive, HER2-negative localized 
breast cancer who are about to receive adjuvant chemotherapy, do you generally offer 
the option of using OFS during chemotherapy in the following clinical scenarios?



Case Presentation: 53-year-old postmenopausal woman with 
bilateral ER-positive, HER2-negative breast cancer; RS on the 
left is low and on the right is 30 but the tumor is 4 mm

Dr Zanetta Lamar (Naples, Florida)



Case Presentation: 42-year-old premenopausal woman with a 
5-cm ER/PR-positive (100%), HER2-negative Grade I IDC 

Dr Nick Leasure (West Reading, Pennsylvania)



J Clin Oncol 2022 October 10;40(29):3361-4.



ASCO 2022;Abstract 564.



Indication Broadened for Abemaciclib in HR-Positive, 
HER2-Negative, High-Risk Localized Breast Cancer
Press Release: March 3, 2023

“The US Food and Drug Administration (FDA) approved an expanded indication for abemaciclib, in 
combination with endocrine therapy (ET), for the adjuvant treatment of adult patients with hormone 
receptor-positive (HR+), human epidermal growth factor receptor 2-negative (HER2-), node-positive, 
early breast cancer (EBC) at a high risk of recurrence. High risk patients eligible for abemaciclib can 
now be identified solely based on nodal status, tumor size, and tumor grade (4+ positive nodes, or 1-
3 positive nodes and at least one of the following: tumors that are ≥5 cm or Grade 3). This expanded 
adjuvant indication removes the Ki-67 score requirement for patient selection.

This label expansion is supported by four-year data from the Phase 3 monarchE trial of adjuvant 
abemaciclib in combination with ET, which showed a deepened benefit in invasive disease-free 
survival (IDFS) beyond the two-year treatment course with adjuvant abemaciclib. The absolute 
difference in IDFS between treatment groups increased over time.”

https://finance.yahoo.com/news/u-fda-broadens-indication-verzenio-195800378.html?guccounter=1



ASCO Rapid Recommendation Update for Abemaciclib for 
HR-Positive, HER2-Negative, Node-Positive Localized Breast Cancer
• Abemaciclib with endocrine therapy (ET; tamoxifen or an aromatase inhibitor) is FDA approved for 

adjuvant treatment of HR-positive, HER2-negative, node-positive localized breast cancer with high 
risk of recurrence and a Ki-67 score ≥20%.

• Based on analyses reported by Harbeck and colleagues, the panel recommends that abemaciclib
for 2 years with ET for 5 years or longer may be offered to the broader intent-to-treat population 
of patients with resected HR-positive, HER2-negative, node-positive localized breast cancer at high 
risk of recurrence, defined as having >4 positive axillary lymph nodes or as having 1 to 3 positive 
axillary lymph nodes and 1 or more of the following features: histologic Grade III, tumor size >5 cm 
or Ki-67 index >20%.

• Despite similar hazard ratios in favor of abemaciclib regardless of Ki-67 status, relatively few low 
Ki-67 tumors were reported in monarchE. When discussing treatment options with patients, the 
potential benefits (improved IDFS) should be weighed against the potential harms (treatment 
toxicity, financial cost).

Harbeck N et al. Ann Oncol 2021;32(12):1571-81.
https://www.asco.org/practice-patients/guidelines/breast-cancer#/11081





Tamoxifen OFS/ablation + 
letrozole 

RS = 8 RS = 20 

No

Which adjuvant endocrine therapy (ET) would you most likely recommend for a 30-year-old
premenopausal woman with node-negative, ER-positive, HER2-negative localized breast cancer 
and the Recurrence Score® (RS) below? Would you recommend adjuvant chemotherapy? 

OFS/ablation + 
anastrozole

OFS/ablation + 
anastrozole

Yes, but OFS/ablation 
as alternative No

OFS/ablation + tamoxifen, 
or Tam alone if small tumor

OFS/ablation + 
tamoxifen 

Yes, but OFS/ablation 
as alternative No

Tamoxifen OFS/ablation + tamoxifen 
or letrozole 

Yes, but OFS/ablation 
as alternative No

Tamoxifen +/-
OFS/ablation 

OFS/ablation + 
letrozole 

Yes, but OFS/ablation 
as alternative No

No

ET Chemotherapy? Chemotherapy? ET

OFS = ovarian function suppression

Tamoxifen No OFS/ablation + 
exemestane

Yes, but OFS/ablation 
as alternative 



OFS/ablation + 
letrozole 

OFS/ablation + 
letrozole 

RS = 8 RS = 20 

YesNo

Which adjuvant ET would you most likely recommend for a 30-year-old
premenopausal woman with ER-positive, HER2-negative localized breast cancer with 
1 positive node and the RS below? Would you recommend adjuvant chemotherapy? 

OFS/ablation + 
tamoxifen 

OFS/ablation + 
anastrozole YesYes, but OFS/ablation 

as alternative 

OFS/ablation + tamoxifen 
or letrozole 

OFS/ablation + tamoxifen 
or letrozole YesYes, but OFS/ablation 

as alternative 

OFS/ablation + tamoxifen 
or + letrozole 

OFS/ablation + 
letrozole 

Yes, but OFS/ablation 
as alternative 

Yes, but OFS/ablation 
as alternative  

ET Chemotherapy?  Chemotherapy? ET

OFS = ovarian function suppression

OFS/ablation + 
anastrozole No OFS/ablation + 

anastrozole
Yes, but OFS/ablation 

as alternative 

OFS/ablation + 
exemestane

Yes, but OFS/ablation 
as alternative  

OFS/ablation + 
exemestane Yes
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Case Presentation: 42-year-old premenopausal woman 
(gBRCA2) with Stage IIB ER/PR-positive, HER2-low (IHC1+)  
IDC treated with adjuvant tamoxifen develops extensive mets
and receives OFS, letrozole and palbociclib

Dr Jeremy Lorber (Beverly Hills, California)





Alpelisib Treatment Details

Cheung Y-MM et al. Breast Cancer Res Treat 2022;192:303-11.



Hyperglycemia During Alpelisib Treatment

Cheung Y-MM et al. Breast Cancer Res Treat 2022;192:303-11.



Capivasertib and Fulvestrant for Patients with 
Aromatase Inhibitor-Resistant Hormone Receptor-
Positive/Human Epidermal Growth Factor Receptor 
2-Negative Advanced Breast Cancer: Results from the 
Phase III CAPItello-291 Trial
Turner NC et al.
SABCS 2022;Abstract GS3-04.



CAPItello-291: Overall Response per Investigator Assessment

Overall population AKT pathway-altered population

Capivasertib + 
fulvestrant

Placebo + 
fulvestrant

Capivasertib + 
fulvestrant

Placebo + 
fulvestrant

Patients with measurable disease at baseline 310 320 132 124

Objective response rate; n (%) 71 (22.9) 39 (12.2) 38 (28.8) 12 (9.7)

Odds ratio (95% CI)* 2.19 (1.42, 3.36) 3.93 (1.93, 8.04)

Best objective response in all patients; n (%) 355 353 155 134

Complete response

Partial response

Stable disease (≥ 8 weeks)

Progressive disease

Non evaluable

4 (1.1)

68 (19.2)

187 (52.7)

83 (23.4)

13 (3.7)

1 (0.3)

38 (10.8)

152 (43.1)

149 (42.2)

13 (3.7)

3 (1.9)

35 (22.6)

84 (54.2)

31 (20.0)

2 (1.3)

0

12 (9.0)

55 (41.0)

62 (46.3)

5 (3.7)Turner NC et al. SABCS 2022;Abstract GS3-04.



CAPItello-291: Safety
San Antonio Breast Cancer Symposium®, December 6–10, 2022

Adverse events of any grade related to rash (group term including rash, rash macular, maculo-papular rash, rash papular and rash pruritic) were reported in 38.0% of the patients in the capivasertib + fulvestrant arm (grade ≥3 in 12.1%) and in 7.1% of 
those in the placebo + fulvestrant group (grade ≥3 in 0.3%). †All events shown were Grade 3 except one case of Grade 4 hyperglycemia in the capivasertib + fulvestrant arm. 

This presentation is the intellectual property of the author/presenter. Contact them at nick.turner@icr.ac.uk for permission to reprint and/or distribute. 
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Adverse events (>10% of patients) – overall population

The adverse event profile was 
comparable in the AKT 

pathway-altered population 

Percentage of patients (%)

72.4/9.3

34.6/0.8

22.0/5.4

20.8/0.6

20.6/1.7

16.9/0.3

16.6/0.3

16.3/2.3

14.6/2.0

13.2/1.1

12.4/0.6

10.4/2.0

10.1/1.4

20.0/0.3

15.4/0.6

4.3/0.3

12.9/0.6

4.9/0.6

6.3/0.6

12.3/0.6

3.7/0.3

4.9/0

10.3/0.6

6.6/0

4.9/1.1

6.6/0

16.1/4.8 2.6/0

Total (%)/Grade 3 (%) Total (%)/Grade 3 (%)
Capivasertib + fulvestrant (n=355)

Grade 1 Grade 2 Grade 3†
Placebo + fulvestrant (n=350)

Grade 3† Grade 2 Grade 1

Turner NC et al. SABCS 2022;Abstract GS3-04.



Jhaveri K et al. SABCS 2022;Abstract TF-1.



Jhaveri K et al. SABCS 2022;Abstract TF-1.



Jhaveri K et al. SABCS 2022;Abstract TF-1.



Jhaveri K et al. SABCS 2022;Abstract TF-1.



Abstract GS3-02



Oliveira M et al. SABCS 2022;Abstract GS3-02.

SERENA-2 Primary Endpoint: PFS by Investigator Assessment 



Discontinuation of the Amcenestrant Clinical Development Program
Press Release: August 17, 2022

“[Manufacturer] is discontinuing the global clinical development program of amcenestrant, an 
investigational oral selective estrogen receptor degrader (SERD). The decision is based on the 
outcome of a prespecified interim analysis of the Phase 3 AMEERA-5 trial evaluating amcenestrant
in combination with palbociclib compared with letrozole in combination with palbociclib in 
patients with estrogen receptor-positive (ER+)/human epidermal growth factor receptor 2-
negative (HER2-) advanced breast cancer.

An Independent Data Monitoring Committee (IDMC) found that amcenestrant in combination with 
palbociclib did not meet the prespecified boundary for continuation in comparison with the control 
arm and recommended stopping the trial. No new safety signals were observed. Trial participants 
will be transitioned to letrozole in combination with palbociclib or another appropriate standard of 
care therapy, as determined by their physician.

All other studies of amcenestrant, including in early-stage breast cancer (AMEERA-6), will be 
discontinued.”

https://www.sanofi.com/en/media-room/press-releases/2022/2022-08-17-05-30-00-2499668



Select Ongoing Phase III Trials of Oral SERDs in Development
for HR-Positive Advanced Breast Cancer (ABC)

Trial N Randomization Setting
Est primary 
completion

SERENA-4 1,342 • Camizestrant + palbociclib
• Anastrozole + palbociclib Untreated ABC August 2026

persevERA 978 • Giredestrant + palbociclib
• Letrozole + palbociclib Untreated ABC April 2024

SERENA-6 302
• Camizestrant + (palbociclib or abemaciclib)
• (Anastrozole or letrozole) + (palbociclib or 

abemaciclib)

Detectable ESR1 mutation w/o 
PD during 1st-line AI + CDK4/6i Sept 2023

EMBER-3 860
• Imlunestrant
• Imlunestrant + abemaciclib
• Investigator’s choice of ET

ABC previously treated with ET 
+ CDK4/6i April 2024

evERA 320 • Giredestrant + everolimus
• Exemestane + everolimus

ABC previously treated with ET 
+ CDK4/6i July 2024

heredERA 812
• Giredestrant + 

pertuzumab/trastuzumab/hyaluronidase-zzxf
• Pertuzumab/trastuzumab/hyaluronidase-zzxf

Untreated ER+, HER2+ ABC 
after first-line 

pertuzumab/trastuzumab/
hyaluronidase-zzxf + taxane

August 2026

www.clinicaltrials.gov. Accessed November 2022.

SERD = selective ER degrader



Ongoing Phase III Trials of Adjuvant Oral SERDs for HR-Positive, 
HER2-Negative Localized Breast Cancer

Study N Setting Randomization

lidERA 4,100 • Node-negative or node-positive
• Giredestrant +/- LHRH agonist
• ET of physician’s choice +/- LHRH 

agonist

EMBER-4 6,000

• Elevated risk of recurrence after definitive 
treatment

• Completion of at least 2 years and up to 
5 years of ET

• Previous adjuvant CDK4/6i or PARPi allowed

• Imlunestrant
• ET of physician’s choice 

EORTC-2129-BCG 220

• Elevated risk of recurrence after definitive 
treatment

• Completion of at least 2 years and up to 
7 years of ET

• ctDNA-positive
• Previous adjuvant CDK4/6i or PARPi allowed

• Elacestrant
• Tamoxifen or aromatase inhibitor at 

time of ctDNA detection

www.clinicaltrials.gov. Accessed January 2023.

ctDNA = circulating tumor DNA



Palbociclib

Ribociclib

Ribociclib

No preference

Postmenopausal

Palbociclib

Ribociclib

Ribociclib

Ribociclib

Premenopausal

Ribociclib Ribociclib

In general, which CDK4/6 inhibitor do you recommend in combination with 
endocrine therapy as first-line treatment for women with ER-positive, HER2-
negative metastatic breast cancer if they are…?

No preference – decision based on patient 
characteristics, side effect profile Ribociclib



Following the recent FDA approval of the oral SERD elacestrant for 
postmenopausal women or men with ER-positive, HER2-negative, 
ESR1-mutated advanced breast cancer with disease progression after 
at least 1 line of endocrine therapy, in what situations, if any, do you 
plan to use this agent?

Most likely third-line

As oral therapy rather 
than fulvestrant

Second line

ESR1 mutation, duration 
of response to CDK4/6i 

>12 months*

ESR1 mutation, after 
progression on CDK4/6i + AI 

with prolonged benefit*

ESR1 mutation, after CDK4/6i and 
probably after a line of everolimus or 

alpelisib + fulvestrant, prolonged 
benefit from CDK4/6i 

*Also PIK3CA wild type



Case Presentation: 72-year-old woman with multiregimen-
recurrent ER/PR-positive, HER2-low (IHC 1+) metastatic breast 
cancer receives T-DXd

Dr Henna Malik (Houston, Texas)





Proposed Treatment Algorithm for Hormone Receptor-Positive 
and Hormone Receptor-Negative HER2-Low Breast Cancer

Schlam I et al. The Breast 2023;67:116-23.



January 24, 2023;[Online ahead of print].



JAMA Oncol 2022 September 15;[Online ahead of print].



Testing for ERBB2 (HER2) Status in Breast Cancer

Prat A et al. JAMA Oncol 2022 September 15;[Online ahead of print].



Mechanism of Action of Trastuzumab Deruxtecan

Prat A et al. JAMA Oncol 2022 September 15;[Online ahead of print].



JAMA Oncol 2022 August 1;8(8):1177-83.



Tarantino P et al.
SABCS 2022;Abstract HER2-05. 

Comprehensive Genomic Characterization of 
HER2-Low Breast Cancer 



Regulatory and reimbursement issues aside, what would be your most likely 
next therapy for a symptomatic patient with ER-positive, HER2-low breast 
cancer and diffuse bone pain who has experienced disease progression on 
adjuvant AC à T followed by an AI, then a CDK4/6 inhibitor and fulvestrant
for metastatic disease?

Capecitabine

Capecitabine

T-DXd

Chemotherapy

Capecitabine

Depends on duration of 
response to CDK4/6 

inhibitor*  

*If disease controlled ≥12 mo, would try another line of hormone therapy with everolimus or alpelisib; if disease 
controlled <12 mo, would use capecitabine



Meet The Professor with Dr Tolaney
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Case Presentation: 45-year-old woman with node-positive 
localized TNBC has residual disease after neoadjuvant 
pembrolizumab/chemotherapy and surgery

Dr Laila Agrawal (Louisville, Kentucky)



Case Presentation: 46-year-old woman with TxN1 
BRCA-WT TNBC

Dr Richard Zelkowitz (Bridgeport, Connecticut)



Hematol Oncol Clin North Am 2023 Feb;37(1):133-50.



February 18, 2022;8(1):23



J Adv Pract Oncol 2022;13(3):298-301. 



Olaparib or talazoparib –
coin flip

Nonplatinum chemotherapy 

Olaparib

Olaparib

Single agent PARPi or induction 
chemo → PARPi maintenance*

PD-L1 CPS 0 

Pembrolizumab/nab paclitaxel

Pembrolizumab/nab paclitaxel

Olaparib

PD-L1 CPS >10 

Olaparib Pembrolizumab/gem/carbo

What would be your preferred treatment approach for a 60-year-old 
patient with a germline BRCA mutation and de novo metastatic TNBC 
and the following PD-L1 CPS? 

CPS = combined positive score; PARPi = PARP inhibitor; gem/carbo = gemcitabine/carboplatin; * Olaparib or talazoparib

Pembrolizumab/paclitaxel

Pembrolizumab/gem/carbo



What would be your preferred treatment approach for a 60-year-
old patient with BRCA wild-type de novo metastatic TNBC with a 
PD-L1 CPS of >10?

Pembrolizumab/ 
paclitaxel 

Pembrolizumab/
nab paclitaxel 

Pembrolizumab/ 
paclitaxel 

Pembrolizumab/
gem/carbo

CPS = combined positive score; gem/carbo = gemcitabine carboplatin

Pembrolizumab/ 
paclitaxel 

Pembrolizumab/
nab paclitaxel 
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HR-Positive Localized Breast Cancer



Abstract GS1-05



TAILORx Updated Analysis: Kaplan-Meier Curves in RS 11-25 
Arms (ITT Population)

Sparano JA et al. SABCS 2022;Abstract GS1-05.

IDFS = invasive disease-free survival; DRFI = distant recurrence-free interval; RFI = recurrence-free interval; OS = overall survival



TAILORx Updated Analysis: Event Rates in RS 11-25 Arms and 
Age ≤50 Years (ITT Population)

Sparano JA et al. SABCS 2022;Abstract GS1-05.



Abstract VP1-2022



OlympiA: IDFS (Primary Endpoint) – Subgroup Analysis

Tutt ANJ et al. ESMO Virtual Plenary 2022;Abstract VP1-2022.

IDFS = invasive disease-free survival



• Sperm, oocyte, and embryo cryopreservation are considered standard practice and are widely available

• There is conflicting evidence to recommend gonadotrophin-releasing hormone agonists (GnRHa) and other 
means of ovarian suppression for fertility preservation 

• The Panel recognizes that, when proven fertility preservation methods are not feasible, and in the setting of 
young women with breast cancer, GnRHa may be offered to patients in the hope of reducing the likelihood of 
chemotherapy-induced ovarian insufficiency 

• GnRHa should not be used in place of proven fertility preservation methods



Moore HCF et al. N Engl J Med 2015;372(10):923-32.

• Among 135 patients with complete primary endpoint data, the ovarian failure rate was 8% in the goserelin
group and 22% in the chemotherapy-alone group (odds ratio 0.30, two-sided p = 0.04) 

• Owing to missing primary endpoint data, sensitivity analyses were performed, and the results were 
consistent with the main findings

2015;372(10):923-32



Localized Triple-Negative 
Breast Cancer (TNBC)





Meta-analysis of Gonadotropin-Releasing Hormone Analogues 
During Chemotherapy for Localized Breast Cancer: Premature 
Ovarian Insufficiency by Trial

Lambertini M et al. J Clin Oncol 2018;36(19):1981-90.

• 873 randomized patients from 5 major trials were included in the meta-analysis



Meta-analysis of Gonadotropin-Releasing Hormone Analogues 
During Chemotherapy for Localized Breast Cancer: Post-treatment 
Pregnancies by Trial

Lambertini M et al. J Clin Oncol 2018;36(19):1981-90.



HR-Positive Metastatic Breast Cancer



Abstract GS3-01



Bardia A et al. SABCS 2022;Abstract GS3-01.

EMERALD: PFS Analyses by CDK4/6 Inhibitor Duration

Duration of 
CDK4/6i <6 months 6-12 months 12-18 months ≥18 months

All patients Elacestrant
(n = 29)

SOC ET
(n = 29)

Elacestrant
(n = 52)

SOC ET
(n = 46)

Elacestrant
(n = 52)

SOC ET
(n = 40)

Elacestrant
(n = 98)

SOC ET
(n = 119)

Median PFS 3.6 mo 1.9 mo 1.9 mo 1.9 mo 3.5 mo 1.8 mo 5.5 mo 3.3 mo

Patients 
with ESR1 
mutations

Elacestrant
(n = 9)

SOC ET
(n = 8)

Elacestrant
(n = 25)

SOC ET
(n = 21)

Elacestrant
(n = 23)

SOC ET
(n = 25)

Elacestrant
(n = 55)

SOC ET
(n = 56)

Median PFS 1.9 mo 1.9 mo 1.9 mo 1.8 mo 5.5 mo 1.8 mo 8.6 mo 2.1 mo



SERENA-2: PFS by Prior CDK4/6 Inhibitor Use 

Oliveira M et al. SABCS 2022;Abstract GS3-02.



Meric-Bernstam F et al. SABCS 2022;Abstract PD13-08.

Datopotamab Deruxtecan Mechanism of Action



Abstract LBA3



DESTINY-Breast04: OS for HR-Positive and All Patients

Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20. 

mOS = median overall survival



DESTINY-Breast04: Confirmed Objective Response Rate

Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20. 



DESTINY-Breast04: Response and Survival with T-DXd in the 
HR-Negative Population

All patients Hormone-receptor negative

T-DXd
(N = 373)

TPC
(N = 184)

HR
(p-value)

T-DXd
(N = 40)

TPC
(N = 18) Hazard ratio

Median PFS 9.9 mo 5.1 mo 0.5
(<0.001) 8.5 mo 2.9 mo 0.46

Median OS 23.4 mo 16.8 mo 0.64
(0.001) 18.2 mo 8.3 mo 0.48

Objective 
response rate 52.3% 16.3% — 50.0% 16.7% —

Modi S et al. N Engl J Med 2022 July;387(1):9-20.
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Thank you for joining us!

Please take a moment to complete the survey 
currently up on Zoom. Your feedback

is very important to us. The survey will remain open 
up to 5 minutes after the meeting ends.

CME and MOC credit information will be emailed to 
each participant within 5 business days.


