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This educational activity contains discussion of 
non-FDA-approved uses of agents and regimens. 
Please refer to official prescribing information for 
each product for approved indications. 



Networked iPads are available.

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.

Review Program Slides: Tap the Program Slides button to review speaker 
presentations and other program content.

Ask a Question: Tap Ask a Question to submit a challenging case or question for 
discussion. We will aim to address as many questions as possible during the 
program.

Answer Survey Questions: Complete the pre- and postmeeting surveys. Survey 
questions will be discussed throughout the meeting.

Clinicians in the Meeting Room



Review Program Slides: A link to the program slides will be posted in the chat 
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys. Survey 
questions will be discussed throughout the meeting.

Ask a Question: Submit a challenging case or question for discussion using the 
Zoom chat room.

Get NCPD Credit: An NCPD credit link will be provided in the chat room at the 
conclusion of the program.

Clinicians Attending via Zoom



Clinicians, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll



About the Enduring Program

• The live meeting is being video 
and audio recorded.

• The proceedings from today will 
be edited and developed into 
an enduring web-based 
video/PowerPoint program. 
An email will be sent to all attendees when the activity is 
available. 

• To learn more about our education programs, visit our website, 
www.ResearchToPractice.com
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The Core Oncology Triad
Developing an Individualized Oncology Strategy



How was it different to take care of this patient 
versus another patient in the same oncologic setting? 

What unique biopsychosocial factors (eg, attitude, 
comorbidities, social support) were considered 

in the overall management of this case? 
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Oncology clinical trial terminology

• Waterfall plot

• Kaplan-Meier curve

• Overall survival

• Progression-free survival

• Disease-free survival

• Objective response rate

• Hazard ratio

• Phase I/II/III

• Minimal residual disease

• Circulating tumor DNA
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Consulting Nursing Faculty Comments

New diagnoses and introducing patients to cancer treatment

Sonia Glennie, ARNP, MSN, OCN
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• Clinicopathologic factors affecting the decision to consult a genomic assay for 
patients with HR-positive, HER2-negative localized breast cancer

• Key studies informing the use of the 21-gene Recurrence Score® to guide 
neoadjuvant and adjuvant treatment decision-making

• Practical interpretation of 21-gene Recurrence Score results

• Current clinical utility, if any, of other genomic assays in treating HR-positive 
localized breast cancer

Dr Burstein
Boston, Massachusetts

The Utility of Genomic Assays in Treatment 
Decision-Making for HR-Positive, 

HER2-Negative Localized Breast Cancer

Dr Jhaveri
New York, New York



Genomic Assays
Available assays
• Oncotype DX®
• MammaPrint®
• Prosigna®
• PAM50
• Breast Cancer Index®

Key issues
• Benefit of adding chemotherapy to endocrine therapy for premenopausal 

and postmenopausal patients



Dr Jhaveri
New York, New York

Mechanisms of Action of Hormonal Therapy; 
Adjuvant Hormonal Therapy for Premenopausal 

Patients with HR-Positive Breast Cancer

Dr Burstein
Boston, Massachusetts

• Individualized selection of an adjuvant hormonal therapy approach for 
premenopausal patients with breast cancer

• Identification of appropriate candidates for ovarian function suppression 
(OFS)/ablation

• Utility of OFS as a means to preserve fertility in premenopausal patients 

• Frequency and severity of common side effects with various hormonal 
therapy approaches 



GnRH Agonist Mode of Action in Premenopausal Breast Cancer

McCann KE et al. NPJ Breast Cancer 2024;10(1):8.



Kelly Fischer, MSN, FNP-BC

What I tell my patients about to begin various classic hormonal 
therapies (eg, tamoxifen, aromatase inhibitors, ovarian 
function suppression)



What I tell my patients about the possibility of taking a break 
from adjuvant hormonal therapy to become pregnant

Melissa Rikal, FNP-BC, AOCNP
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CDK4/6 Inhibitors as Adjuvant Therapy

• Long-term findings with the addition of abemaciclib to adjuvant hormonal 
therapy for patients with HR-positive, HER2-negative breast cancer at high risk 
for recurrence

• Published data with the addition of ribociclib to adjuvant endocrine therapy 
for localized HR-positive breast cancer

• Identification of candidates for adjuvant CDK4/6 inhibitors

• Ongoing studies evaluating CDK4/6 inhibitors as a component of neoadjuvant 
or adjuvant therapy

Dr Jhaveri
New York, New York

Dr Burstein
Boston, Massachusetts



J Clin Oncol 2024;42(9):987-93.



monarchE Trial: Invasive Disease-Free Survival and Distant 
Relapse-Free Survival

Rastogi P et al. J Clin Oncol 2024;42(9):987-93.

IDFS DRFS

ET = endocrine therapy



monarchE: Adverse Events in ≥10% of Patients

Rugo HS et al. Ann Oncol. 2022; 33: 616-627

Abemaciclib + ET (N = 2791) ET alone (N = 2800)

n (%) Any Grade Grade ≥3 Any grade Grade ≥3
Diarrhea 2331 (83.5) 219 (7.8) 242 (8.6) 6 (0.2)

Infections 1429 (51.2) 155 (5.6) 1102 (39.4) 83 (3.0)
Neutropenia 1278 (45.8) 546 (19.6) 157 (5.6) 23 (0.8)

Fatigue 1133 (40.6) 80 (2.9) 499 (17.8) 4 (0.1)
Nausea 824 (29.5) 14 (0.5) 252 (9.0) 2 (0.1)
Anemia 681 (24.4) 57 (2.0) 104 (3.7) 10 (0.4)

Headache 546 (19.6) 8 (0.3) 421 (15.0) 5 (0.2)
Vomiting 491 (17.6) 15 (0.5) 130 (4.6) 3 (0.1)

Stomatitis 385 (13.8) 4 (0.1) 151 (5.4) 0 (0.0)
Thrombocytopenia 373 (13.4) 36 (1.3) 52 (1.9) 4 (0.1)
Decreased appetite 329 (11.8) 16 (0.6) 68 (2.4) 2 (0.1)

Alopecia 313 (11.2) N/A 75 (2.7) 0 (0.0)
ALT 343 (12.3) 77 (2.8) 157 (5.6) 19 (0.7)
AST 330 (11.8) 52 (1.9) 137 (4.9) 15 (0.5)
Rash 312 (11.2) 11 (0.4) 127 (4.5) 0 (0.0)
ILD 89 (3.2) 11 (0.4) 37 (1.3) 1 (0.0)



CDK4/6 Inhibitors 

Agent Current indications and usage for ER-positive, HER2-negative breast cancer

Palbociclib
• With an aromatase inhibitor (AI) as initial endocrine-based therapy for advanced or metastatic disease
• With fulvestrant for advanced or metastatic disease after disease progression on endocrine therapy

Ribociclib

• With an AI as initial endocrine-based therapy for pre/peri/postmenopausal women or men with 
advanced or metastatic disease

• With fulvestrant as initial endocrine-based therapy or after disease progression on endocrine therapy 
for postmenopausal women or men with advanced or metastatic disease

Abemaciclib

• With endocrine therapy as adjuvant treatment for node-positive localized breast cancer at high risk 
of recurrence 

• As monotherapy for advanced or metastatic disease with disease progression after endocrine therapy 
and prior chemotherapy in the metastatic setting

• With fulvestrant after disease progression on endocrine therapy for adult patients with advanced or 
metastatic disease

• With an AI as initial endocrine-based therapy for postmenopausal women and men with advanced or 
metastatic disease



Consulting Nursing Faculty Comments

The patient with disease relapse after adjuvant treatment

Ronald Stein, JD, MSN, NP-C, AOCNP



• Long-term follow-up data, including overall survival findings, with 
abemaciclib, palbociclib and ribociclib for patients with HR-positive mBC

• Factors affecting the selection of a CDK4/6 inhibitor and an endocrine partner 
for premenopausal and postmenopausal patients

• Role of CDK4/6 inhibitors in treatment for unique patient populations, such as 
those with aggressive visceral disease or central nervous system metastases

• Available data on the utility of continuing CDK4/6 inhibitors beyond 
progression or rechallenge in later lines of therapy; current clinical role 
of this strategy

CDK4/6 Inhibitors for Metastatic 
Breast Cancer (mBC)

Dr Jhaveri
New York, New York

Dr Burstein
Boston, Massachusetts



• Spectrum and frequency of clinically relevant hematologic and nonhematologic 
toxicities, including cytopenias, gastrointestinal (GI) events, interstitial lung 
disease/pneumonitis and venous thromboembolic events, with CDK4/6 inhibitors

• Optimal monitoring for and management of CDK4/6 inhibitor-associated 
toxicities

• Role of switching between CDK4/6 inhibitors for patients experiencing tolerability 
issues

• Comparative tolerability of CDK4/6 inhibitors in the adjuvant versus metastatic 
settings; appropriate threshold for dose reduction/delay or treatment 
discontinuation for patients undergoing potentially curative therapy

Side Effects of CDK4/6 Inhibitors

Dr Burstein
Boston, Massachusetts

Dr Jhaveri
New York, New York



Kelly Fischer, MSN, FNP-BC

What I tell my patients about to begin treatment with a 
CDK4/6 inhibitor 
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Module 3: Oral Selective Estrogen Receptor Degraders (SERDs) in the 
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Mechanism of Action of Different Endocrine Therapies

Hernando C et al. Int J Mol Sci 2021;22:7812.

(Eg, fulvestrant, elacestrant, camizestrant) 



Oral Selective Estrogen Receptor Degraders 
(SERDs) in the Management of HR-Positive 

mBC

• Prevalence of ESR1 mutations in HR-positive mBC; optimal timing and approach 
to testing

• Major findings with elacestrant versus endocrine monotherapy for pretreated 
HR-positive, HER2-negative mBC; outcomes among patients with and without 
ESR1 mutations

• FDA approval of elacestrant for postmenopausal patients with HR-positive, 
HER2-negative mBC with an ESR1 mutation; optimal incorporation into current 
management algorithms

• Available findings with and ongoing evaluation of other oral SERDs, such as 
camizestrant and imlunestrant, alone and in combination with other systemic 
therapies for advanced HR-positive, HER2-negative breast cancer

Dr Jhaveri
New York, New York

Dr Burstein
Boston, Massachusetts



Elacestrant

Mechanism of action
• Oral SERD (selective estrogen receptor degrader)

Indication
• For postmenopausal women or adult men with ER-positive, 

HER2-negative, advanced or metastatic breast cancer with an 
ESR1 mutation and disease progression after at least 1 line of 
endocrine therapy

Recommended dose
• One 345-mg tablet po qd, with food

Elacestrant package insert, 11/2023. 



Camizestrant

Mechanism of action
• Oral SERD

Indication
• Investigational

Key clinical trial
• Phase II SERENA-2 trial evaluating camizestrant in postmenopausal 

women with locally advanced or metastatic ER-positive, HER2-negative  
breast cancer previously treated with endocrine therapy

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



Imlunestrant

Mechanism of action
• Oral SERD

Indication
• Investigational

Key clinical trial
• Phase Ia/Ib EMBER trial evaluating imlunestrant monotherapy for 

patients with ER-positive, HER2-negative advanced breast cancer
• Phase III EMBER-3 trial evaluating imlunestrant, investigator’s choice of 

endocrine therapy, and imlunestrant with abemaciclib for patients with 
ER-positive, HER2-negative advanced breast cancer

Jhaveri KL et al. JCO 40, 1021-1021(2022). Jhaveri K et al. SABCS 2021;Abstract OT2-11-01. 



Tolerability/Toxicity Profile of Oral SERDs

• Spectrum and incidence of common adverse events observed with oral 
SERDs; comparative side-effect profiles of approved and investigational 
agents in this class

• Pathophysiology of the hyperlipidemia observed with elacestrant; optimal 
monitoring of lipid profiles and other laboratory values in patients 
receiving oral SERDs

• Recommended prophylaxis for and management of GI toxicities associated 
with elacestrant

• Strategies to encourage adherence among patients with HR-positive, 
HER2-negative mBC receiving oral SERDs

Dr Jhaveri
New York, New York

Dr Burstein
Boston, Massachusetts



What I tell my patients about to begin treatment with 
elacestrant

Melissa Rikal, FNP-BC, AOCNP



Agenda

Introduction

Module 1: The Utility of Genomic Assays in Treatment Decision-Making 
for HR-Positive, HER2-Negative Localized Breast Cancer

Module 2: The Role of CDK4/6 Inhibitors in Therapy for HR-Positive 
Breast Cancer 

Module 3: Oral Selective Estrogen Receptor Degraders (SERDs) in the 
Management of HR-Positive Metastatic Breast Cancer (mBC)

Module 4: Alpelisib and Capivasertib in Treatment for HR-Positive mBC



• Prevalence of PIK3CA mutations in HR-positive mBC; published research 
findings with alpelisib-based therapy in this population

• Optimal incorporation of alpelisib-based therapy into current management 
algorithms

• Incidence and severity of common toxicities associated with alpelisib, such 
as hyperglycemia, GI-related adverse events (AEs) and cutaneous AEs

• Appropriate strategies to monitor for, prevent and manage alpelisib-
related toxicities

Role of Alpelisib in Treatment 
for HR-Positive mBC

Dr Jhaveri
New York, New York

Dr Burstein
Boston, Massachusetts



PI3 Kinase Inhibitors: Mechanism of Action

• PI3K is involved in the activation of AKT.

• Hyperactivation of the PI3K pathway is 
implicated in malignant transformation, 
cancer progression and endocrine therapy 
resistance.

• PIK3CA encodes the alpha isoform of the 
PI3K catalytic subunit.

• Around 40% of patients with HR-positive, 
HER2-negative breast cancer present with 
an activating PIK3CA tumor mutation.

• Alpelisib is a specific inhibitor of the PI3K 
alpha isoform.

André F et al. ESMO 2018;Abstract LBA3_PR.



Alpelisib
Mechanism of action
• PI3K inhibitor

Indication
• In combination with fulvestrant for adults with HR-positive, 

HER2-negative, PIK3CA-mutated advanced or metastatic breast 
cancer as detected by an FDA-approved test after disease 
progression on or after an endocrine-based regimen

Recommended dose
•  300 mg (two 150-mg tablets) taken orally once daily with food

Alpelisib package insert, 1/2024.



Kelly Fischer, MSN, FNP-BC

What I tell my patients about to begin treatment with alpelisib



Inavolisib Combination Reduces the Risk of Disease Progression by 
57% in People With Advanced Hormone Receptor-Positive, HER2-
Negative Breast Cancer With a PIK3CA Mutation
Press Release – December 8, 2023
“[The manufacturer] presented today positive results from the Phase III INAVO120 study evaluating inavolisib in combination 
with palbociclib and fulvestrant as a first-line treatment for people with PIK3CA-mutated, hormone receptor (HR)-positive, 
HER2-negative, endocrine-resistant, locally advanced or metastatic breast cancer.

The inavolisib combination reduced the risk of disease worsening or death (progression-free survival; PFS) by 57% compared 
to palbociclib and fulvestrant alone. The benefit was consistent across subgroups. Overall survival (OS) data were immature at 
this time, but a clear positive trend has been observed. Follow-up for OS will continue to the next analysis. Data available for 
other secondary endpoints at this analysis showed clinically meaningful increases in objective response rate, duration of 
response and clinical benefit rate.

The inavolisib combination was well tolerated and adverse events were consistent with the known safety profiles of the 
individual study treatments, with no new safety signals observed. 

Inavolisib, an investigational oral therapy, is currently being investigated in three Phase III clinical studies in people 
with PIK3CA-mutated locally advanced or metastatic breast cancer (INAVO120, INAVO121, INAVO122). Data from the 
INAVO120 study will be submitted to health authorities with the view of bringing this potential treatment option to patients 
as soon as possible.”

https://finance.yahoo.com/news/genentech-inavolisib-combination-reduces-risk-164500740.html



• Biological rationale for inhibiting AKT in HR-positive mBC; mechanism of action of 
capivasertib

• Key efficacy and safety data with capivasertib/fulvestrant for recurrent HR-positive, 
HER2-negative mBC

• FDA approval of capivasertib/fulvestrant for patients with HR-positive, HER2-negative 
locally advanced or metastatic breast cancer with 1 or more PIK3CA/AKT1/PTEN 
alterations who experience disease progression on at least 1 endocrine-based 
regimen in the metastatic setting or recurrence on or within 12 months of completing 
adjuvant therapy

• Optimal approach to PIK3CA/AKT1/PTEN testing and integration of 
capivasertib/fulvestrant into current treatment algorithms

Capivasertib and Its Use in the 
Management of HR-Positive mBC

Dr Jhaveri
New York, New York

Dr Burstein
Boston, Massachusetts



Capivasertib Mechanism of Action

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



Capivasertib

Mechanism of action
• AKT inhibitor

Indication
• In combination with fulvestrant for patients with HR-positive, 

HER2-negative locally advanced or metastatic breast cancer with 
1 or more PIK3CA/AKT1/PTEN alterations, as detected by an 
FDA-approved test, after disease progression on at least 1 
endocrine-based regimen in the metastatic setting or recurrence 
on or within 12 months of completing adjuvant therapy

Recommended dose
• 400 mg PO BID, with or without food, for 4 days followed by 3 

days off
Capivasertib package insert, 11/2023.



FDA Approves Capivasertib with Fulvestrant for Breast Cancer
Press Release – November 16, 2023

“… the Food and Drug Administration approved capivasertib with fulvestrant for adult patients with 
hormone receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-negative locally 
advanced or metastatic breast cancer with one or more PIK3CA/AKT1/PTEN-alterations, as detected by an 
FDA-approved test, following progression on at least one endocrine-based regimen in the metastatic 
setting or recurrence on or within 12 months of completing adjuvant therapy.

FDA also approved the FoundationOne®CDx assay as a companion diagnostic device to identify patients 
with breast cancer for treatment with capivasertib with fulvestrant.

Efficacy was evaluated in CAPItello-291 (NCT04305496), a randomized, double-blind, placebo-controlled, 
multicenter trial in 708 patients with locally advanced or metastatic HR-positive, HER2-negative breast 
cancer, of which 289 patients had tumors with PIK3CA/AKT1/PTEN-alterations. All patients were required 
to have progression on aromatase inhibitor-based treatment. Patients could have received up to two 
prior lines of endocrine therapy and up to 1 line of chemotherapy for locally advanced or metastatic 
disease.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-capivasertib-fulvestrant-breast-cancer



• Spectrum, frequency and severity of toxicities associated with capivasertib

• Incidence of hyperglycemia in patients receiving capivasertib; indications for blood 
glucose monitoring and role, if any, in treatment for those with preexisting diabetes

• Recommending monitoring and treatment strategies for patients experiencing 
diarrhea while receiving capivasertib

• Pathophysiology, spectrum and optimal treatment of cutaneous adverse reactions 
with capivasertib

• Dose, schedule and recommended approach to dose reductions with capivasertib

Side Effects and Other Practical 
Considerations with Capivasertib

Dr Jhaveri
New York, New York

Dr Burstein
Boston, Massachusetts



What I tell my patients about to begin treatment with 
capivasertib

Melissa Rikal, FNP-BC, AOCNP



Optimal Implementation of Antibody-Drug Conjugates
Thursday, April 25, 2024
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Erika Hamilton, MD
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Preventing professional burnout

Jessica Mitchell, APRN, CNP, MPH



APPENDIX



The Utility of Genomic Assays in Treatment Decision-Making 
for HR-Positive, HER2-Negative Localized Breast Cancer



Abstract GS1-05



TAILORx Study Design: Treatment Assignment and Randomization

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

RS = Recurrence Score



TAILORx Updated Analysis: Conclusions

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



Abstract GS2-07



RxPONDER Trial Schema

Kalinsky K et al. SABCS 2020;Abstract GS3-00.
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Recurrence Score® 
0-25

Recurrence Score 
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Arm 1 
Chemotherapy followed by 

endocrine therapy 

Arm 2 
Endocrine therapy alone

Off-study 
chemotherapy followed by 

endocrine therapy 
recommended 

Stratification factors
Recurrence Score: 0-13 vs 14-25
Menopausal status: pre vs post
Axillary surgery: ALND vs SLNB  

N = 5,000 pts

Key Entry Criteria
• Women age ≥18
• ER and/or PR ≥1%, HER2-

negative breast cancer with 
1*-3 positive LN without 
distant metastasis
• Ability to receive adjuvant 

taxane and/or anthracycline-
based chemotherapy†
• Axillary staging by SLNB or 

ALND

*  After randomization of 2,493 pts, the protocol was amended to exclude enrollment of pts with pN1mic as only nodal disease.   
† Approved chemotherapy regimens included TC, FAC (or FEC), AC/T (or EC/T), FAC/T (or FEC/T). AC alone or CMF not allowed.

LN = lymph nodes; SLNB = sentinel lymph node biopsy; ALND = axillary lymph node dissection



Postmenopausal Premenopausal

RxPONDER Updated Analysis: IDFS Stratified by Menopausal Status 

Kalinsky K et al. SABCS 2021;Abstract GS2-07.

IDFS = invasive disease-free survival; CET = chemotherapy followed by endocrine therapy; ET = endocrine therapy



J Clin Oncol 2022;40(16):1816-37.



Biomarkers for Adjuvant Endocrine Therapy and Chemotherapy 
in Localized Breast Cancer: ASCO Guideline Update

Andre F et al. J Clin Oncol 2022;40(16):1816-37. 



NCCN Guidelines: Gene Expression Assays for 
Consideration of Adjuvant Systemic Therapy

National Comprehensive Cancer Network (NCCN®). NCCN clinical practice guidelines in oncology. Breast cancer — Version 2.2024. 
https://www.nccn.org/professionals/physician_gls/pdf/breast.pdf. Accessed April 2024.

21-gene (Oncotype DX®)

21-gene (Oncotype DX®)

70-gene (MammaPrint®)

50-gene (Prosigna®)

12-gene (EndoPredict®)

Breast Cancer Index® (BCI)



Oral Selective Estrogen Receptor Degraders (SERDs) in the 
Management of HR-Positive Metastatic BC (mBC)



J Clin Oncol 2022;40(28):3246-56.



EMERALD Trial: Progression-Free Survival (PFS) with 
Elacestrant versus Standard Therapy by BICR in ITT Population

Bidard F-C et al. J Clin Oncol 2022;40(28):3246-56.

BICR = blinded independent central review; ITT = intent to treat; SOC = standard of care



EMERALD: Progression-Free Survival with Elacestrant versus 
Standard Therapy in ESR1 Mutation Population

Bidard F-C et al. J Clin Oncol 2022;40(28):3246-56.



EMERALD: Interim Overall Survival with Elacestrant versus 
Standard Therapy in ESR1 Mutation Population

Bidard F-C et al. J Clin Oncol 2022;40(28):3246-56.



EMERALD: Adverse Events

Bidard F-C et al. J Clin Oncol 2022;40(28):3246-56.



Abstract GS3-02



SERENA-2 Phase III Study Design 

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



SERENA-2 Primary Endpoint: PFS by Investigator Assessment 

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



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

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



SERENA-2: PFS by Detectable ESR1 Mutation 

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



SERENA-2: Treatment-Emergent Adverse Events

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



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

SERENA-2: Conclusions

ABC



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 1,370 • Camizestrant + palbociclib
• Anastrozole + palbociclib Untreated ABC August 2026

persevERA 992 • Giredestrant + palbociclib
• Letrozole + palbociclib Untreated ABC March 2025

SERENA-6 300

• Camizestrant + (palbociclib, ribociclib or 
abemaciclib)

• (Anastrozole or letrozole) + (palbociclib, 
ribociclib or abemaciclib)

Detectable ESR1 mutation, 
no PD during first-line AI + 

CDK4/6i
January 2025

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

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

evERA 320 • Giredestrant + everolimus
• Investigator’s choice of ET + everolimus

ABC previously treated with ET 
+ CDK4/6i October 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 April 2024.
PD = disease progression; AI = aromatase inhibitor; CDK4/6i = CDK4/6 inhibitor



Alpelisib and Capivasertib in Treatment for HR-Positive mBC



J Clin Oncol 2024;42:1450-53.



Treatment Options According to Prior Endocrine Therapy

Burstein HJ et al. J Clin Oncol 2024;42:1450-53.



2023 June 1;388(22):2058-70



CAPItello-291 Phase III Study Design

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

Twice daily, 4 days on, 3 
days off

500 mg: cycle 1, days 1 & 
15; then every 4 weeks

Dual primary endpoints

PFS by investigator assessment
• Overall
• AKT pathway-altered tumors

(≥1 qualifying PIK3CA, AKT1, or 
PTEN alteration)

Overall survival
• Overall
• AKT pathway-altered tumors
Objective response rate
• Overall
• AKT pathway-altered tumors

Patients with HR+/HER2– ABC

• Men and pre-/post-menopausal women
• Recurrence or progression while on or <12 

months from end of adjuvant AI, or 
progression while on prior AI for ABC

• ≤2 lines of prior endocrine therapy for ABC 
• ≤1 line of chemotherapy for ABC
• Prior CDK4/6 inhibitors allowed (at least 51% 

required)
• No prior SERD, mTOR inhibitor, PI3K 

inhibitor, or AKT inhibitor
• HbA1c <8.0% (63.9 mmol/mol) and diabetes 

not requiring insulin allowed
• FFPE tumor sample from the 

primary/recurrent cancer available for 
retrospective central molecular testing

Stratification factors:
• Liver metastases (yes/no)
• Prior CDK4/6 inhibitor (yes/no) 
• Region*

400 mg twice daily, 4 
days on, 3 days off

500 mg: cycle 1, days 1 & 
15; then every 4 weeks

Capivasertib

Fulvestrant

Placebo

Fulvestrant

R1:1
(N=708)

43.7% altered

37% altered

• Median age ∼59
• Asian 26%, Black 1%
• Primary ET resistance ∼38%
• Visceral metastases ∼68%

Summary of Demographics
• One line of prior ET for mBC ∼75% 
• Prior CDK4/6i for mBC ∼70% 
• Chemotherapy for ABC ∼18%

Secondary endpoints



CAPItello-291 Dual-Primary Endpoint: Investigator-Assessed PFS 
in the Overall Population

Turner NC et al. N Engl J Med 2023 June 1;388(22):2058-70.



CAPItello-291 Dual-Primary Endpoint: Investigator-Assessed PFS 
in the AKT Pathway-Alteration Population

Turner NC et al. N Engl J Med 2023 June 1;388(22):2058-70.



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. N Engl J Med 2023 June 1;388(22):2058-70; SABCS 2022;Abstract GS3-04.

The adverse event profile was
comparable in the AKT

pathway-alteration population
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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.

To Claim NCPD Credit
In-person attendees: Please refer to the program syllabus

for the NCPD credit link or QR code.

Virtual attendees: The NCPD credit link is posted in the chat room.

NCPD/ONCC credit information will be emailed to each participant 
within 1 to 2 business days.


