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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.
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Self-Assessment Questions

As second-line treatment for metastatic HER2-positive breast cancer, the overall 
response rate observed with T-DM1 was 34%. What is the response rate with 
trastuzumab deruxtecan in the same setting? 

a. 35%
b. 50%
c. 60%
d. 70%
e. 80%
f. I’m not sure



Self-Assessment Questions

Outside of a clinical trial, what is your most likely third-line treatment for metastatic 
HER2-positive breast cancer after first-line taxane/pertuzumab/trastuzumab and 
second-line trastuzumab deruxtecan?

Objective response rates have been observed with trastuzumab deruxtecan in 
patients with IHC 0, FISH-negative breast cancer. 

a. Agree
b. Disagree
c. I’m not sure



Self-Assessment Questions

Have you administered adjuvant endocrine therapy in combination with anti-HER2 
treatment without chemotherapy in older patients or those with comorbidities? 

a. Yes, frequently
b. Yes, occasionally
c. No

The drug-to-antibody ratio of trastuzumab deruxtecan is approximately double that 
of T-DM1.

a. Agree
b. Disagree
c. I’m not sure



Self-Assessment Questions

The use of postadjuvant neratinib in patients with HER2-positive, ER/PR-positive tumors 
was associated with a reduced incidence of brain metastases. 

a. Agree
b. Disagree
c. I’m not sure

With dose-escalation and preemptive antidiarrheal medications, most patients are able to 
tolerate postadjuvant neratinib.

a. Agree
b. Disagree
c. I’m not sure



Stable linker 
releases payload 
only in target cell

Potent 
cytotoxic 
payload

mAb targets 
tumour-specific 

antigens

Tumour antigen 
internalised upon 

ADC binding 

ADC Attributes T-DM13-5 T-DXd1-4,a

Payload MoA Anti-
microtubule

Topoisomerase I 
inhibitor

Drug-to-antibody 
ratio ~3.5:1 ~8:1

Tumor-selective 
cleavable linker? No Yes

Evidence of bystander 
anti-tumor effect? No Yes

HER2-targeting Antibody Drug Conjugates (ADCs)

Bystander Effect due to
Payload release before 

internalisation or 
membrane permeability 
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Trastuzumab-Deruxtecan (T-DXd) in HER2+ MBC

• HER2+ MBC 
• Prior Trastuzumab + 

taxane for EBC or MBC
• Stable brain metastases 

allowed

T-DXd
5.4 mg/kg Q3W

T-DM1 
3.6 mg/kg Q3W

R
1:1

Stratification factors:
• Hormone receptor status 
• Prior pertuzumab use (yes vs no)
• Visceral disease(yes vs no)

Destiny-Breast03 Trial 

Cortes, ESMO 2021

This presentation is the intellectual property of the presenter. Contact p.Schmid@qmul.ac.uk for permission to reprint and/or distribute

Primary endpoint:  PFS (BICR)

Key Secondary endpoint: OS 

Study Population:
• ER+ 51%, HR- 49%
• Brain metastases, 22%
• Visceral disease, 70%
• 1L, 10%; 2L, 39%, 3L+, 51%
• Pertuzumab, 61%; HER2 TKI, 15%

n = 261

n = 263

Interim analysis for PFS (data cutoff: May 21, 2021)
• Efficacy boundary for superiority: P < 0.000204 (245 events)
• IDMC recommendation to unblind study (July 30, 2021)
Interim analysis for OS: boundary for efficacy: P < 0.000265 (86 events)

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

Courtesy of Professor Peter Schmid, FRCP, MD, PhD



Number of Events Median PFS (mo, 95% CI) HR (95% CI)

T-DXd T-DM1 T-DXd T-DM1

All patients 87/261 158/263 NE (18.5-NE) 6.8 (5.6-8.2) 0.2840 (0.2165-0.3727)

Hormone Receptor 
Status

Positive (n = 272) 46/133 84/139 22.4 (17.7-NE) 6.9 (4.2-9.8) 0.3191 (0.2217-0.4594)

Negative (n = 248) 41/126 73/122 NE (18.0-NE) 6.8 (5.4-8.3) 0.2965 (0.2008-0.4378)

Prior Pertuzumab 
Treatment

Yes (n = 320) 57/162 98/158 NE (18.5-NE) 6.8 (5.4-8.3) 0.3050 (0.2185-0.4257)

No (n = 204) 30/99 60/105 NE (16.5-NE) 7.0 (4.2-9.7) 0.2999 (0.1924-0.4675)

Visceral Disease Yes (n = 384) 72/195 123/189 22.2 (16.5-NE) 5.7 (4.2-7.0) 0.2806 (0.2083-0.3779)

No (n = 140) 15/66 35/74 NE (NE-NE) 11.3 (6.8-NE) 0.3157 (0.1718-0.5804)

Prior Lines of 
Therapya

0-1 (n = 258) 46/132 75/126 22.4 (17.9-NE) 8.0 (5.7-9.7) 0.3302 (0.2275-0.4794)

≥2 (n = 266) 41/129 83/137 NE (16.8-NE) 5.6 (4.2-7.1) 0.2828 (0.1933-0.4136)

Brain Metastases Yes (n = 114) 31/62 31/52 15.0 (12.6-22.2) 5.7 (2.9-7.1) 0.3796 (0.2267-0.6357)

No (n = 410) 56/199 127/211 NE (22.4-NE) 7.0 (5.5-9.7) 0.2665 (0.1939-0.3665)
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Overall Survival Response Rate
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T-DXd (n = 245)

T-DM1 (n = 228)a

CR 16.1%

ORR 79.9%,
DCR 98.6% 

PD, 1.1%

CR 8.7%

ORR 34.2%,
DCR 76.8%

PD, 17.8%

Destiny-Breast03: Overall Survival & Response

Cortes, ESMO 2021
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DESTINY-Breast03: PFS and Overall Response Rate (ORR) with T-DXd
versus T-DM1 by Subgroup

PFS by BICR, HR (95% CI) Absolute ORR difference T-DXd, T-DM1 (95% CI)
All patients  (N = 524) 0.28 (0.22-0.37) 45.5 (37.6-53.4)
Hormone receptor
Positive (n = 272) 0.32 (0.22-0.46) 47.3 (36.1-58.4)

Negative (n = 248) 0.30 (0.20-0.44) 43.2 (31.5-55.0)

Prior pertuzumab
Yes (n = 320) 0.31 (0.22-0.43) 46.7 (36.5-56.9)
No (n = 204) 0.30 (0.19-0.47) 43.6 (30.5-56.7)

Prior lines of therapy
0-1 (n = 258) 0.33 (0.23-0.48) 39.3 (27.3-51.2)
≥2 (n = 266) 0.28 (0.19-0.41) 51.6 (40.9-62.4)
Visceral disease
Yes (n = 384) 0.28 (0.21-0.38) 48.3 (39.1-57.6)
No (n = 140) 0.32 (0.17-0.58) 39.1 (23.6-54.6)
Brain metastases at baseline
Yes (n = 82) 0.25 (0.13-0.45) 46.9 (25.6-68.3)
No (n = 442) 0.30 (0.22-0.40) 45.5 (36.9-54.1)

Hurvitz S et al. SABCS 2021;Abstract GS3-01.



Efficacy of T-DXd and Tucatinib against brain metastases

T-DXd T-DM1 
mPFS (95%CI) 15.0 (12.5-22.2) 3.0 (2.8-5.8)

12m PFS rate 72.0% (55-84) 20.9% (9-37) 
HR (95% CI) 0.25 (0.13-0.45)

T-DXd (Destiny Breast03): Brain Metastases at Baseline

n = 82

T-DXd (n = 21) T-DM1 (n = 23)
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CR 27.8%
ORR 63.9%

CR 2.8%
ORR 33.4%

T-DXd (Destiny Breast03): Intracranial response(BICR)

PD in brain: 
9/21 treated with T-DXd vs 111/27 with T-DM1

Hurvitz, SABCS 2021, Lin, JCO 2021

Stable: Treated & stable (40.2%),
Active: Treated & progressing (37.1%), untreated (22.7%).

Tucatinib (HER2Climb): Brain Metastases Subgroup
n = 291 (48% of ITT)

PFStuc 13.9m 
PFScon 5.6m
HR 0.31 

Stable BM

PFStuc 9.5m 
PFScon 4.1m
HR 0.36 
ORR 47.3% vs 20%Active BM

San Antonio Breast Cancer Symposium®, December 7-10, 2021
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Updated Results of Tucatinib vs Placebo Added to 
Trastuzumab and Capecitabine for Patients with
Previously Treated HER2+ Metastatic Breast Cancer 
with Brain Metastases (HER2CLIMB)

Lin NU et al.
SABCS 2021;Abstract PD4-04.



HER2CLIMB: OS for All Patients with Brain Metastases

Lin NU et al. SABCS 2021;Abstract PD4-04.



HER2CLIMB: OS for Patients with Active Brain Metastases

Lin NU et al. SABCS 2021;Abstract PD4-04.



Evolution of HER2-targeted therapy for HER2 MBC

0
Median TTP/PFS (months)

24 4812 36

Prior to         
Destiny Breast03 T-DXdT-DM1Trastuzumab/Pertuzumab +  

Taxanes

T-DXdTrastuzumab/Pertuzumab +  
Taxanes

T-DXd

??

?? ??

Expected 
OS Benefit

New SOC after 
Destiny Breast03

Future 
Strategy?

Impact 
on QoL?

HER2 
expression?

MoR?
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Abstract GS4-10



SUMMIT: Neratinib, Fulvestrant and Trastuzumab for HR-Positive, 
HER2-Negative Metastatic Breast Cancer with a HER2 Mutation –
All Patients

Jhaveri K et al. SABCS 2021;Abstract GS4-10.



Improved Central Nervous System Outcomes in 
Patients with Early-Stage HER2-Positive Breast
Cancer Who Receive Neratinib for the Recommended 
Duration: Findings from the Phase 3 ExteNET Trial

Holmes FH et al. 
SABCS 2021;Abstract P2-13-21.



ExteNET: CNS-DFS and Cumulative Incidence of CNS Events

Holmes FH et al. SABCS 2021;Abstract P2-13-21.

Population or subgroup
N CNS-DFS rate at 5 years

Neratinib Placebo Difference (%) Hazard ratio
Intent-to-treat population 1,420 1,420 + 1.1 0.73

Completed therapy 872 1,420 + 1.2 0.70

ER-positive ≤1 year 670 664 + 2.7 0.41
Completed therapy 402 664 + 3.2 0.27

ER-positive ≤1 year no pCR 131 164 + 6.4 0.24

Completed therapy 92 164 + 6.9 0.16

First site of CNS recurrence at 5 years

Population or subgroup
N Events (n) Cumulative incidence of CNS recurrence

Neratinib Placebo Neratinib Placebo Neratinib Placebo
Intent-to-treat population 1,420 1,420 16 23 1.3 1.8

Completed therapy 872 1,420 12 23 1.4 1.8

ER-positive ≤1 year 670 664 4 12 0.7 2.1
Completed therapy 402 664 3 12 0.8 2.1



Final Findings from the CONTROL Trial of Diarrheal 
Prophylaxis or Neratinib Dose Escalation on
Neratinib-Associated Diarrhea and Tolerability in 
Patients with HER2+ Early-Stage Breast Cancer

Chan S et al. 
SABCS 2021;Abstract P5-18-02.



CONTROL: Final Data for 2-Week (DE1) and 4-Week 
(DE2) Escalation Cohorts

Chan S et al. SABCS 2021;Abstract P5-18-02.



Agenda

Module 1: HER2-Positive Breast Cancer
• DESTINY-Breast03

• HER2CLIMB
• SUMMIT, ExteNET, CONTROL

Module 2: Triple-Negative Breast Cancer
• ASCENT, TROPION-PanTumor01 
• KEYNOTE-522

• OlympiA, NEOTALA

Module 3: ER-Positive Breast Cancer
• RxPONDER
• monarchE

• SOLAR-1, BYLieve

• EMERALD



Self-Assessment Questions

Quality-of-life data from the OlympiA trial suggest a lack of significant adverse events 
with adjuvant olaparib.

a. Agree
b. Disagree
c. I’m not sure

The pCR rate with a neoadjuvant PARP inhibitor in a patient with a BRCA mutation is… 

a. 10%
b. 20%
c. 50%
d. >50%
e. There are no data
f. I’m not sure



Self-Assessment Questions

Adjuvant olaparib is…

a. More effective in ER-positive breast cancer than TNBC
b. Less effective in ER-positive breast cancer than TNBC
c. Equally effective in both

In the KEYNOTE-522 trial a benefit with pembrolizumab was seen in all patients 
regardless of PD-L1 status. 

a. Agree
b. Disagree
c. I’m not sure



Self-Assessment Questions

In general, what is your usual approach to a patient with Stage III or higher-risk 
Stage II TNBC?

a. KEYNOTE-522 regimen (neoadjuvant chemo/pembrolizumab à adjuvant 
pembrolizumab)

b. KEYNOTE-522 neoadjuvant but no adjuvant if pCR
c. Other



Questions About Sacituzumab Govitecan

What percent of patients benefit?

Is there a correlation between response and TROP-2 levels?

What are the tolerability issues?
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Datopotamab Deruxtecan
(Dato-DXd) 

ORR 43%, DCR 95%

46

Median PFS=11.6 weeks

Median 3 prior chemo for MBC
TNBC n=63
ORR=25%

Ladiratuzumab vedotin (SGN-LIV1A)

MBC, metastatic breast cancer; ORR, objective response rate; PFS, progression-free survival; PR, partial response; SD, stable disease; TNBC, triple-negative breast cancer.
Modi, et al. Presentation at the San Antonio Breast Cancer Symposium (SABCS) 2017. Abstr PD-14.

ORR 25%

Ladiratuzumab vedotin
(SGN–LIV1A)

• ORR 16.1%, SD 67.7%
• Median PFS 5.5 mths

Patritumab Deruxtecan

Sacituzumab

ORR:  33.3%; CBR: 45.4

DOR:  7.7 m
PFS:    5.5 m

21

Phase 1b trial:

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ORR, objective response rate.
Modi. J Clin Oncol. 2020;38:1887.

Trastuzumab deruxtecan for heavily pre-treated HER2-low advanced breast cancer

All patients with HER2-low 
BC (n=48)

HER2 IHC 2+ (n=24) HER2 IHC 1+ (n=24)

*HR negative. ORR: 37.0%
Median PFS: 11.1 months

ORR: 35.7%ORR: 38.5%
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FDA Grants Regular Approval to Sacituzumab Govitecan for 
Triple-Negative Breast Cancer
Press Release: April 7, 2021

“The Food and Drug Administration granted regular approval to sacituzumab govitecan for 
patients with unresectable locally advanced or metastatic triple-negative breast cancer 
(mTNBC) who have received two or more prior systemic therapies, at least one of them 
for metastatic disease.

Efficacy and safety were evaluated in a multicenter, open-label, randomized trial (ASCENT; 
NCT02574455) conducted in 529 patients with unresectable locally advanced or mTNBC
who had relapsed after at least two prior chemotherapies, one of which could be in the 
neoadjuvant or adjuvant setting, if progression occurred within 12 months. Patients were 
randomized (1:1) to receive sacituzumab govitecan, 10 mg/kg as an intravenous infusion, 
on days 1 and 8 of a 21-day (n = 267) cycle or physician’s choice of single agent 
chemotherapy (n = 262).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-regular-approval-sacituzumab-govitecan-
triple-negative-breast-cancer



ASCENT: PFS (Overall Population)

Bardia A et al. N Engl J Med 2021;384:1529-41.



ASCENT: PFS and OS Among Patients without Brain Metastases

Bardia A et al. N Engl J Med 2021;384:1529-41.



ASCENT: OS for Young and Older Patients with mTNBC Treated 
with Sacituzumab Govitecan

Kalinsky K et al. ASCO 2021;Abstract 1011.



ASCENT: Selected Adverse Events

Adverse event

Patients (N = 108)

Any grade Grade 3 Grade 4
Gastrointestinal disorders
Nausea 67% 6% 0
Diarrhea 62% 8% 0
Vomiting 49% 6% 0
Blood and lymphatic system disorders
Neutropenia 64% 26% 16%
Anemia 50% 11% 0
Abnormal values
Decrease white blood cell counts 21% 8% 3%

Bardia A et al. N Engl J Med 2021;384:1529-41.



TROPION-PanTumor01 (TNBC Cohort): Antitumor Response with 
Dato-DXd by BICR 

Krop I et al. SABCS 2021;Abstract GS1-05.

All patients with TNBC



TROPION-PanTumor01 (TNBC Cohort): Treatment-Emergent 
Adverse Events in ≥15% of Patients

Krop I et al. SABCS 2021;Abstract GS1-05.



aMust consist of at least 2 separate tumor cores from the primary tumor. 
bCarboplatin dose was AUC 5 Q3W or AUC 1.5 QW.
cPaclitaxel dose was 80 mg/m2 QW.

dDoxorubicin dose was 60 mg/m2 Q3W.
eEpirubicin dose was 90 mg/m2 Q3W.
fCyclophosphamide dose was 600 mg/m2 Q3W. 

KEYNOTE-522 Study Design (NCT03036488) 

Stratification Factors:
• Nodal status (+ vs -)
• Tumor size (T1/T2 vs T3/T4)
• Carboplatin schedule (QW vs Q3W) 

Key Eligibility Criteria
• Age ≥18 years
• Newly diagnosed TNBC of 

either T1c N1-2 or T2-4 N0-2
• ECOG PS 0-1
• Tissue sample for PD-L1 

assessmenta

Neoadjuvant Treatment 1
(cycles 1-4; 12 weeks)

Neoadjuvant Treatment 2 
(cycles 5-8; 12 weeks)

Adjuvant Treatment
(cycles 1-9; 27 weeks) 

Carboplatinb + 
Paclitaxelc

Doxod/Epirubicine + 
Cyclophosphamidef

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W

Placebo

Placebo

R 
2:1

N = 1174

Neoadjuvant Phase Adjuvant Phase

Carboplatinb + 
Paclitaxelc

Doxod/Epirubicine + 
Cyclophosphamidef

S
U
R
G
E
R
Y

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

Courtesy of Harold J Burstein, MD, PhD 



KEYNOTE-522: Statistically Significant and Clinically Meaningful EFS at IA4

aHazard ratio (CI) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. bPrespecified P-value boundary of 0.00517 reached at this analysis. 
cDefined as the time from randomization to the data cutoff date of March 23, 2021.

Events HR 
(95% CI) P-value

Pembro + Chemo/Pembro 15.7% 0.63a

(0.48-
0.82)

0.00031b

Pbo + Chemo/Pbo 23.8%

84.5%

76.8%

Median follow-upc: 39.1 mo

Courtesy of Harold J Burstein, MD, PhD 



KEYNOTE-522: EFS by pCR (ypT0/Tis ypN0) 

Data cutoff date: March 23, 2021.

108/201

94.4%

92.5%

56.8%

67.4%

pCR Yes

pCR No

Courtesy of Harold J Burstein, MD, PhD 



KEYNOTE-522: Overall Survival

aHazard ratio (CI) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. bPrespecified P-value boundary of 0.00086 not reached at this analysis. 
Data cutoff date: March 23, 2021.

Events HR 
(95% CI) P-value

Pembro + Chemo/Pembro 10.2% 0.72a

(0.51-1.02)
0.03214

b
Pbo + Chemo/Pbo 14.1%

89.7%

86.9%

Courtesy of Harold J Burstein, MD, PhD 



OlympiA: adjuvant olaparib for BRCA1/2 breast cancer 

Tutt ANJ et al. N Engl J Med 2021;384:2394-2405

Primary Endpoint: 3 year iDFS
• 85.9% vs 77.1% (8.8% difference)
• HR for disease or death 0.58 (99.5% 

CI 0.41 – 0.82) p<0.001

Secondary Endpoint: 3 year dDFS
• 87.5% vs 80.4% (7.1% difference)
• HR for distant disease or death 0.57 

(99.5% CI 0.39 – 0.83) p<0.001

Secondary endpoint: OS
• Olaparib associated with fewer deaths 

(59 vs 86)
• HR for death 0.68 (99% CI 0.44 – 1.05) 

p=0.02

Courtesy of Harold J Burstein, MD, PhD 



Neoadjuvant talazoparib in BRCA1/2 breast cancer 

Courtesy of Harold J Burstein, MD, PhD 



Courtesy of Harold J Burstein, MD, PhD 



Agenda

Module 1: HER2-Positive Breast Cancer
• DESTINY-Breast03

• HER2CLIMB
• SUMMIT, ExteNET, CONTROL

Module 2: Triple-Negative Breast Cancer
• ASCENT, TROPION-PanTumor01 
• KEYNOTE-522

• OlympiA, NEOTALA

Module 3: ER-Positive Breast Cancer
• RxPONDER
• monarchE

• SOLAR-1, BYLieve

• EMERALD



Self-Assessment Questions

The RxPONDER trial demonstrated that in the node-positive population, chemotherapy 
provided no treatment benefit in patients with a Recurrence Score® (RS) ≤25.

a. Agree
b. Disagree
c. I’m not sure

In the RxPONDER trial, the benefit from chemotherapy in premenopausal patients with 
node-positive tumors was about the same as was seen in previous randomized trials 
evaluating ovarian suppression versus tamoxifen. 

a. Agree
b. Disagree
c. I’m not sure



Self-Assessment Questions

In the RxPONDER trial, what percent of premenopausal patients received adjuvant 
ovarian suppression/ablation?

What would you most likely recommend for a 46-year-old premenopausal woman with 
ER/PR-positive, HER2-negative IDC with 1 of 3 positive nodes and an RS of 8?

a. Chemotherapy/tamoxifen
b. Chemotherapy/ovarian suppression
c. Chemotherapy/ovarian suppression/aromatase inhibitor
d. Tamoxifen
e. Ovarian suppression
f. Ovarian suppression/aromatase inhibitor
g. Other



Self-Assessment Questions
In general, what is your approach to Ki-67 assays in localized breast cancer?

a. I didn’t order them in the past, but now I do
b. I don’t order them
c. I ordered them in the past and continue to do so

For an 89-year-old woman in good health with ER/PR-positive, HER2-negative IDC 
with 4 positive nodes, how would you approach the issue of adjuvant abemaciclib?

a. I would not recommend it
b. I would recommend it and order a Ki-67 assay
c. I would mention the monarchE trial results to the patient but recommend she not 

be treated
d. Other



Self-Assessment Questions
For a patient who is eligible to receive adjuvant abemaciclib and also has a BRCA 
germline mutation, would you recommend olaparib, abemaciclib or both?

a. Olaparib
b. Abemaciclib
c. Both olaparib and abemaciclib

How would you characterize the FDA indication for adjuvant abemaciclib?

a. Straightforward
b. Somewhat confusing
c. Very confusing



Self-Assessment Questions
To date, no Phase III trial has demonstrated a survival benefit with the use of a CDK4/6 
inhibitor in aromatase inhibitor-sensitive disease.

a. Agree
b. Disagree
c. I’m not sure

Oral SERDs appear to be at least as effective as fulvestrant and potentially more 
effective than aromatase inhibitors in patients with ER-positive breast cancer and an 
ESR1 mutation.

a. Agree
b. Disagree
c. I’m not sure 



K Kalinsky et al.
N Engl J Med 2021. DOI: 10.1056/NEJMoa2108873

RxPONDER: Clinical Outcomes among Patients with a Recurrence Score ≤25

Courtesy of Harold J Burstein, MD, PhD 



Figure 3 

Annals of Oncology 2021 321571-1581DOI: (10.1016/j.annonc.2021.09.015) 
Copyright © 2021 The Authors Terms and Conditions

monarchE
2021 Update

Outcomes 
By Ki67 hi/low

Courtesy of Harold J Burstein, MD, PhD 

http://www.elsevier.com/termsandconditions


Figure 1 

Annals of Oncology DOI: (10.1016/j.annonc.2021.10.015) 
Copyright © 2021 Terms and Conditions

Overall study

FDA cohort of Ki67 > 20%

monarchE
2021 Update

Overall 
Survival

Courtesy of Harold J Burstein, MD, PhD 

http://www.elsevier.com/termsandconditions


Ann Oncol 2021;32(2):208-17.



SOLAR-1: OS for Patients with Advanced Breast Cancer
with a PIK3CA Mutation

Alpelisib + Fulvestrant (n = 169)
Median OS = 39.3 mo

Placebo + Fulvestrant (n = 172)
Median OS = 31.4 mo

HR = 0.86
P = 0.15

André F et al. Ann Oncol 2021;32(2):208-17.



Lancet Oncol 2021;22:489-98.



BYLieve Efficacy Outcomes

Rugo HS et al. Lancet Oncol 2021;22:489-98.

Primary Endpoint: Proportion of patients 
who were alive without disease progression at 6 months: 50.4%
ORR: 21%



Class Name of Drug Clinical Development 
phase 

Oral SERD

GDC-9545/Giredestrant Phase 3

AZD9833/Camizestrant Phase 3

RAD-1901/Elacestrant Phase 3

SAR-439859/Amcenestrant Phase 3

G1T48/Rintodestrant Phase 3

G1T48/Rintodestrant Phase 2

ZB-716/Borestrant Phase 1/2

D-0502 Phase 1

SHR9549 Phase 1

SERCA H3B-6545 Phase 1

CERAN OP-1250 Phase 1

PROTAC ARV-471 Phase 1

New therapies to target ER: Oral SERDs & SERCAs

Novel endocrine agents (oral SERDs, 
PROTAC, SERCA, CERAN) are active 
after fulvestrant and/or CDK4/6 
inhibitors and work against both ESR1 
wt and ESR1 mutant tumours

SERD – Selective ER Degraders 

SERCA - Selective ER Covalent Antagonist 

CERAN - Complete ER Antagonist

PROTAC - Proteolysis Targeting Chimera

This presentation is the intellectual property of the presenter. Contact p.Schmid@qmul.ac.uk for permission to reprint and/or distribute
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Oral SERD in 2/3L MBC: Elacestrant Phase 3 Trial (EMERALD)

Emerald Trial 

Bardia, SABCS 2021
This presentation is the intellectual property of the presenter. Contact p.Schmid@qmul.ac.uk for permission to reprint and/or distribute

Primary endpoints:  
- PFS (BICR) in ITT
- PFS (BICR) in mESR1

Key Secondary endpoint: OS 

Study Population:
• 2L, 46% vs 41%
• 100% prior CDK4/6

• ER+, HER2- MBC 
• 1-2L of prior ET
• PD on CDK4/6i
• Max. 1L of chemo

Elacestrant
400mg OD

AI or Fulvestrant
(Investigator choice) 

R
1:1

Stratification factors:
• mESR1 status (central lab)
• Prior Fulvestrant use (yes vs no)
• Visceral disease(yes vs no)

n = 239

n = 238

ITT:   2.79

ITT: 1.91

ESR1-Mt: 3.78

ESR1-Mt: 1.82

HR=0.697 [95% CI: 0.552, 0.88]; P=0.0018

HR=0.546 [95% CI: 0.387, 0.768]; P=0.0005 

Median PFS

Side effects:
- leading to discontinuation: Elacestrant 6.3%, SOC 4.4% 
- Grade ≥3: Elacestrant 7.2%, SOC 3.1% (nausea 2.1% vs 0.9%). 

San Antonio Breast Cancer Symposium®, December 7-10, 2021
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EMERALD: Treatment-Emergent Adverse Events

Bardia A et al. SABCS 2021;Abstract GS2-02. 



Year in Review: Clinical Investigator Perspectives 
on the Most Relevant New Data Sets 

and Advances in Oncology
Targeted Therapy for Non-Small 

Cell Lung Cancer
Tuesday, January 11, 2022

5:00 PM – 6:00 PM ET

John V Heymach, MD, PhD
Zofia Piotrowska, MD, MHS

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

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


