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Objectives

• Trastuzumab-deruxtecan for Her-2 Low Breast cancer

• Adjuvant CDK 4/6 inhibitors for hormone-positive (HR+)/Her-2 
negative tumors

• Targeting ESR1 mutations in metastatic HR+ breast cancer



Her-2 Low
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Tarantino P, et al. J Clin Oncol. 2020;38(17):1951-1962.
Schettini F, et al. NPJ Breast Cancer. 2021;7(1):1.
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What Does This Mean For Patients?

• Her-2 low tumors are emerging as a distinct subgroup in terms of 
tumor biology, response to therapy, and prognosis

• No standard of care currently to incorporate Her-2 directed therapy in 
the local/locally advanced setting for Her-2 low

• With recent data, advanced disease can be targeted

Denkert, et al, Clinical and molecular characteristics of HER2-low-positive breast cancer: pooled 
analysis of individual patient data from four prospective, neoadjuvant clinical trials. Lancet Oncol. 
2021 Aug;22(8):1151-1161



Modi S, et al. Presented at: ASCO; June 3-June 7, 2022; Chicago. Abstract LBA3. Modi S, et al. N Engl J Med. 2022;387(1):9

Destiny-Breast04

Eligibility Criteria:
-Her-2 low (IHC 1+ or IHC 
2+/ISH -)
-At least one prior line of 
chemo for metastatic 
disease or disease 
recurrence 6 months or 
less after adjuvant therapy
-At least one line of 
endocrine therapy if 
metastatic HR+
- Could be HR+ or HR -



Destiny-04 Trial Design

Enhertuhcp.com
Modi, et al, Trastuzumab deruxtecan in previously treated HER2-low advanced breast cancer. N Engl J Med. 2022;387(1):9-20



Trastuzumab
deruxtecan

Nakada T, et al. Chem Pharm Bull. 2019;67:173-185

Trastuzumab



Zhao, et al, Recent advances of antibody drug 
conjugates for clinical applications,
Acta Pharmaceutica Sinica B,
Volume 10, Issue 9, 2020,
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Modi S, et al. Presented at: ASCO; June 3-June 7, 2022; Chicago. Abstract LBA3. Modi S, et al. N Engl J Med. 2022;387(1):9
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P=0.001



Summary

• Her-2 low (IHC 1+ or 2+) is an exciting new target in breast 
cancer

• Current data supports use of trastuzumab-deruxtecan in the 
advanced setting after at least one line of prior therapy or 
rapid recurrence

• Bystander effect of this drug likely plays a role in its 
effectiveness



Adjuvant CDK 4/6 inhibitors
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MonarchE -- abemaciclib

Johnston SRD, Harbeck N, Hegg R, et al. Abemaciclib combined with endocrine therapy for the adjuvant 
treatment of HR+, HER2-, node-positive, high-risk, early breast cancer (monarchE). J Clin Oncol. 
2020;38(34):3987-3998.

https://doi.org/10.1200/jco.20.02514


iDFS in ITT
HR 0.66
p=<0.0001

Distant relapse-free 
survival in ITT
HR 0.66
p=<0.0001

OS
HR 0.93





Adjuvant Ribociclib -- NATALEE

Slamon, et al, ASCO 2023 abstract session

Key Inclusion Criteria
• Pre- or post-menopausal 

HR+/Her-2 neg
• Anatomic Stage IIA (N0 + high 

risk features or 1-3 LN+)
• High risk features defined as G2 

with Ki-67 >20%/high genomic 
risk or G3 

• Stage IIB or III

Key Exclusion Criteria:
• Prior CDK 4/6 inhibitor
• Uncontrolled heart disease or 

cardiac repolarization abnormality

Primary End-Point:
• Invasive disease-free survival

Secondary End-Points:
• Distant disease-free survival
• Overall survival

Randomized 1:1 ribociclib (400 mg/day, 21 days on, 7 days off) + ET v ET 
alone for 3 years



NATALEE Patient Characteristics 

Slamon, et al, ASCO 2023 abstract session

Ribo + ET ET

Age, median 52 52

Menopausal Status

Men/Pre 1126 (44%) 1132 (44%)

Post 1423 (56%) 1420 (56%)

Anatomic Stage

IIA 479 (19%) 521 (20%)

IIB 532 (21%) 513 (20%)

III 1528 (60%) 1512 (59%)

Prior ET

Yes 72% 71%

Prior Chemotherapy

Yes 88% 88%



NATALEE Results

Slamon, et al, ASCO 2023 abstract session

Ribo + ET ET

3-year iDFS % 90.4 87.1

Median follow-up: 27.7 months
HR: 0.75
p=0.0014

Absolute iDFS benefit is 3.3%

Ribo + ET ET

3-year Distant DFS % 90.8 88.6

HR: 0.74
p=0.0017

Absolute DDFS benefit is 2.2%

Survival/subgroup analysis data still immature



Adjuvant Palbociclib -- PALLAS

DeMichele, et al, ASCO 2023, Rapid Abstract Updates

Key Inclusion Criteria
• Pre- or post-menopausal 

HR+/Her-2 neg
• Stage II-III

• Stage IIA capped at N=1000

Key Exclusion Criteria:
• Prior CDK 4/6 inhibitor

Primary End-Point:
• Invasive disease-free survival

Secondary End-Points:
• Distant disease-free survival
• Locoregional recurrence-free 

survival
• Overall survival

Randomized 1:1 palbociclib (125 mg/day, 21 days on, 7 days off) + ET v ET 
alone for 2 years



PALLAS Patient Characteristics – Stage IIA group 

Palbo + ET ET

Age, median 55 53

Menopausal Status

Pre 194 (45% 216 (46)

Post 306 (54%) 288 (53)

Prior Chemotherapy

Yes 56% 55%

DeMichele, et al, ASCO 2023, Rapid Abstract Updates



PALLAS Results

DeMichele, et al, ASCO 2023, Rapid Abstract Updates

Stage IIA Palbo + ET ET

4-year iDFS % 92.9 92.1

Median follow-up: 43 months

HR: 0.75
p=0.23

Stage IIB/III Palbo + ET ET

4-year iDFS % 85.3 83.6

HR: 0.91
p=0.24

No benefit to adding adjuvant Palbociclib for 2 years was seen, regardless of stage



MonarchE NATALEE PALLAS

Drug Abemaciclib Ribociclib Palbociclib

Duration 2 years 3 years 2 years

Eligibility

Lower Risk 1-3 +LNs with:
->5 cm

-G3
-Ki-67 >=20%

Stage IIA:
-N1

-N0 with:
•  G2 + high Ki-67, 

high risk 
genomics,  
• G3

Stage IIA

Higher Risk >=4 LN+ Stage IIB/IIIA Stage IIB/IIIA

Comparison between Adjuvant CDK 4/6i Trials



MonarchE NATALEE PALLAS

iDFS – Intervention 85.8% 90.4% IIA: 92.9%
IIB/IIIa: 85.3%

iDFS – Control 79.4% 87.1% IIA: 92.1%
IIB/IIIA: 83.6%

iDFS HR 0.67% 0.75% 0.96

Comparison between Adjuvant CDK 4/6 Trials – Results



Summary

• Adjuvant CDK 4/6 inhibitors can provide an iDFS benefit for 
certain patients

• Currently, only abemaciclib is approved by the FDA for high-
risk patients

• Overall survival data remains immature



ESR1



EMERALD

• Phase III trial of elacestrant v. standard of care therapy
• HR+/Her-2 advanced/metastatic, post-menopausal women or men
• Standard of care therapy included anastrozole, letrozole, exemestane, 

or fulvestrant monotherapy
• Progression after first- or second-line endocrine therapy (must 

include CDK4/6 + ET)
• Allowed one chemotherapy regimen in advanced/metastatic setting
• With or without ESR1 mutation

Bidard, et al, Journal of Clinical Onology, 40, No. 28, 2022



EMERALD – Patient Characteristics

Bidard, et al, Journal of Clinical Onology, 40, No. 28, 2022



EMERALD – Patient Characteristics

Bidard, et al, Journal of Clinical Onology, 40, No. 28, 2022



Bidard,et al, JCO 40:3246-3256, 2022

PFS

ITT

ESR1
mutation

OS



Bidard, et al, Journal of Clinical Onology, 40, No. 28, 2022



Bidard, et al, Journal of Clinical Onology, 40, No. 28, 2022



EMERALD Phase 3 Trial of Elacestrant Versus standard of Care Endocrine Therapy In Patients With ER+/Her2- 
Metastatic Breast Cancer: Updated Results by Duration of Prior CDK4/6i in Metastatic Setting, Clinical Advances 
in Hematology & Oncology, Volume 21, Issue 2, Supplement 3, Feb 2023



Summary
• Elacestrant can be used in advanced HR+ disease as second- or 

third-line therapy after ET + CDK 4/6 inhibitor for patients with 
an ESR1 mutation

• PFS was modest, OS did not accrue enough events

• Benefit was seen across subgroups regardless of duration of 
prior exposure to CDK 4/6 inhibitor



Take Home Points

• Targeted therapies are improving outcomes for breast cancer patients

• Her-2 1+ and 2+ by IHC is now a target for trastuzumab deruxtecan in 
the advanced setting

• Adjuvant abemaciclib for high-risk patients is currently the only FDA-
approved CDK 4/6 inhibitor, but more likely to come

• ESR1 mutations can extend endocrine therapy options in the 
metastatic setting for HR+ patients




