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• Superior and persistent improvement in IDFS and DRFS with adjuvant 

abemaciclib plus ET versus ET alone

J Clin Oncol. 2020 Dec 1;38(34):3987-3998

Lancet Oncol. 2023 Jan;24(1):77-90
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These data support the use of abemaciclib in patients with HR+, HER2- node-positive,

high-risk early breast cancer regardless of intrinsic subtype, 

inferred Oncotype-RNA score, and most common genomic alterations

Turner et al. GS03-06, SABCS 2023 
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Elacestrant: Oral estrogen receptor antagonist

Approved indication: postmenopausal women and men with ER-positive, 

HER2-negative, ESR1-mutated advanced or metastatic breast cancer with 

disease progression following ≥ 1 line of endocrine therapy

J Clin Oncol. 2022 Oct 1;40(28):3246-3256
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Indication restricted to ESR1-mut 

subgroup due to differential 

benefit-risk in ESR1-mut and 

ESR1-mut-nd subgroups

J Clin Oncol. 2022 Oct 1;40(28):3246-3256



In the EMERALD study that led to the approval of elacestrant, patients who had at 

least 12 months of prior CDK4/6i duration achieved a mPFS of 8.6 months with 

elacestrant vs 1.9 months mPFS with SOC indicating the endocrine sensitivity of 

this subpopulation, leading to a greater benefit with elacestrant.

In this endocrine-sensitive population (CDK4/6 inhibitor duration of ≥12 months) 

with ESR1-mut tumors, we evaluated the 

benefit of single-agent elacestrant in highly prevalent clinical and key biomarkers 

subgroups, including metastases sites 

(bone, liver and/or lung), common coexisting mutations (PIK3CA, TP53), and 
HER2-low expression, to support clinical 

treatment decisions.

Lu et al. PS17-02, SABCS 23
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• SERENA-3 demonstrated 

that the 75 mg dose of 

camizestrant achieves 

maximal levels of ER 

degradation, antagonism 
and downstream Ki67 

suppression

• Recruitment to Phase 3 

studies in ABC continues

(SERENA-4,SERENA-6)
• Recruitment to Phase 3 

adjuvant studies has 

commenced

(CAMBRIA-1, CAMBRIA-2)

Robertson et al. RF01-01, SABCS 23
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Capivasertib- potent selective inhibitor of all three AKT isoforms

Approved indication: in combination with fulvestrant for ER+ HER- MBC 

with ≥ PIK3CA/AKT1/PTEN-alteration and ≥1 line of endocrine therapy.

N Engl J Med. 2023 Jun 1;388(22):2058-2070
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Jhaveri K, et al. GS03-13. SABCS 2023

Inavolisib

Inavolisib is potent PIK3αi



Jhaveri K, et al. GS03-13. SABCS 2023



Jhaveri K, et al. GS03-13. SABCS 2023



Capivasertib, in combination with palbociclib and fulvestrant, was 

tolerable in heavily pre-treated patients with HR-positive/HER2-

negative advanced breast cancer at all dose levels

Hamilton et al. PS12-09, SABCS 23



• Copanlisib/fulvestrant/intermittent abemaciclib can be safely administered with 

fair overall tolerability. 

• Most common G3+ AEs include transient hypertension, rash, anemia, 

neutropenia and LFT elevation. 

• Preliminary anti-tumor activity was observed. mPFS was 25.4 (95% CI: 15-
40.9) wks.

• Among 21 evaluable pts, there were 5 PRs and 4 SD ≥24 weeks. CBR: 43% 

(95%CI: 23 ~66%).

• Clinical benefit was observed in pts with or without prior CDK4/6i, fulvestrant, 

or PIK3CA mut. 

Ma et al. PS17-06, SABCS 23
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• Encouraging efficacy signal was 

observed with giredestrant and 

inavolisib. 

• No new safety signals. 

• Enrollment to this arm continues. 

Rugo et al. PS17-07, SABCS 23 
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• Addition of pembrolizumab to neoadjuvant chemotherapy led to a 

statistically significant increase in pCR in the ITT population regardless of 

stage, nodal status and levels of PD-L1 expression. 

• A larger magnitude of pCR benefit was observed in patients with node-

positive disease, higher PD-L1 CPS thresholds, and ER-low tumors (<10%) 

• Patients who received less than the planned chemotherapy doses had 

lower pCR rates, although pCR rates were improved with pembrolizumab 
regardless of chemotherapy exposure 

• Immune-mediated AE rates were consistent with the known toxicity profile 

of pembrolizumab 

• EFS results are immature and continue to be evaluated.

Conclusions



Neoadjuvant chemotherapy ± Nivolumab: CheckMate 7FL

Loi S, et al. Oral presentation at ESMO; October 20–24, 2023; Madrid, Spain. Abstract LBA20.
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Biomarker study: 

Exploratory analysis of CheckMate 7FL

Loi et al. GS01-01, SABCS 23
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• CheckMate 7FL met its primary endpoint showing a statistically significant 

improvement in pCR with NIVO added to NACT in the ITT population.

• Higher magnitude of benefit was observed in patients with PD-L1+ tumors defined 

by SP142 IC (≥ 1%) 

• NIVO benefit on pCR and RCB 0–1 rates was the highest in patients with tumors 
with higher CPS, sTIL ≥ 5%, low ER (≤ 50%) and/or PR expression (≤ 10% in ER 

≥ 10%)

             Increased pCR was seen with any sTIL (>1%) 

             High pCR rates were observed in patients with CPS ≥10, 20

• No association between NIVO benefit and Ki67 was observed
• Moderate (~70-80%) overlap between the SP142 IC (≥ 1%), 28-8 CPS assays and 

sTIL was observed

• Additional exploratory and correlative analyses are ongoing to further refine the 

patient subpopulation with primary ER+/HER2− breast cancer who could benefit 

from the addition of NIVO to NACT

Conclusions



Hae Jung et al. PS12-08, SABCS 23



• The triplet therapy of atezo + abema 

+ fulv showed improved ORR and 

mPFS compared with fulv 

monotherapy in the post-CDK4/6i, 

post-ET second- or third-line 
metastatic setting. 

• No unexpected safety signals, 

including no high-grade 

ILD/pneumonitis.

Hae Jung et al. PS12-08, SABCS 23
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Dato-DXd is a TROP2-directed ADC, that selectively delivers 

a potent Topo-I inhibitor payload directly into tumor cells.

Bardia A, et al. Future Oncol 2023; doi: 10.2217/fon-2023-0188

Bardia A, et al. Oral Presentation at ESMO 2023; Abstract LBA11.
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Conclusions

• TROPION-Breast01 met its dual primary PFS endpoint, demonstrating 

statistically significant and clinically meaningful improvement in PFS 

with Dato-DXd compared with ICC.

• Median PFS improvement observed regardless of prior duration of 

CDK4/6 inhibitor or brain metastases.

• Time to first subsequent therapy was longer with Dato-DXd compared 

with ICC.

• Overall, Dato-DXd demonstrated a favorable safety profile compared 

with ICC.

            



DESTINY-Breast08

Jhaveri et al. RF02-03, SABCS 23



• Safety profiles for T-DXd + ET 

combinations were generally 

consistent or comparable to the 

known safety profile of both 

agents.
• T-DXd in combination with 

anastrozole or fulvestrant was 

active in chemotherapy-naïve 

patients with HER2-low HR+ 

mBC, demonstrating 
encouraging antitumor activity.

• Small datasets limit the 

interpretation of the efficacy 

results; further research to 

evaluate T-DXd in combination 
with endocrine therapies is 

warranted.

Jhaveri et al. RF02-03, SABCS 23



Big picture goals!

• Treatment landscape for ER+ BC has drastically 

changed in the last decade with significant improvement 

in patient outcomes.

• Clinical trials , pathway identification and drug discovery 

is crucial to this growth.

• Clinical trial accruals and being actively involved in 

clinical and translational research is the future of breast 

academia.

• Thank you to the patients for participating!

                                   Thank you
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