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Meeting Snapshot

DATE: 
June 11, 2024

PANEL: Key experts 
in breast cancer
> 4 from the US 
> 3 from Europe

DISEASE-STATE AND 
DATA PRESENTATIONS 
by key experts

BREAST CANCER-
SPECIFIC DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

LIVE 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 4 US and 3 European Breast Cancer 
Experts

CHAIR:
Adam Brufsky, MD, PhD
University of Pittsburgh 
School of Medicine 

Joyce A. O’Shaughnessy, MD
Baylor-Sammons Cancer Center

Mark Pegram, MD
Stanford University 
School of Medicine

Javier Cortés, MD, PhD
International Breast Cancer Center

William Sikov, MD, FACP, FNCBC
Women & Infants Hospital

Nadia Harbeck, MD, PhD
Ludwig-Maximilian 

University of Munich

Peter Schmid, FRCP, MD, PhD 
Barts Cancer Institute



Meeting Agenda (1/2)
Time (ET/CEST) Topic Speaker/Moderator
11.00 AM – 11.05 AM/
17.00 – 17.05 Welcome and Introductions Adam Brufsky, MD, PhD

11.05 AM – 11.20 AM/
17.05 – 17.20 New and Emerging Treatments in HER2+ Metastatic BC (mBC) Nadia Harbeck, MD, PhD

11.20 AM – 11.40 AM/
17.20 – 17.40 Discussion: New and Emerging Treatments in HER2+ mBC All

11.40 AM – 11.45 AM/
17.40 – 17.45 Key Takeaways: HER2+ mBC Nadia Harbeck, MD, PhD

11.45 AM – 12.00 PM/
17.45 – 18.00 New and Emerging Approaches in HR+, HER2– Early BC Mark Pegram, MD

12.00 PM – 12.20 PM/
18.00 – 18.20 Discussion: New and Emerging Approaches in HR+, HER2– Early BC All

12.20 PM – 12.25 PM/ 
18.20 – 18.25 Key Takeaways: HR+, HER2– Early BC Mark Pegram, MD

12.25 PM – 12.30 PM/
18.25 – 18.30 Break



Meeting Agenda (2/2)
Time (ET/CEST) Topic Speaker/Moderator
12.30 PM – 12.40 PM/
18.30 – 18.40 New and Emerging Approaches in HR+, HER2– mBC Joyce A. O’Shaughnessy, MD

12.40 PM – 12.50 PM/ 
18.40 – 18.50 New and Emerging Approaches in HR+, HER2– mBC (cont.) Javier Cortés, MD, PhD

12.50 PM – 1.10 PM/
18.50 – 19.10 Discussion: HR+, HER2– mBC All

1.10 PM – 1.15 PM/ 
19.10 – 19.15 Key Takeaways: HR+, HER2– mBC Joyce A. O’Shaughnessy, MD, and 

Javier Cortés, MD, PhD

1.15 PM – 1.25 PM/
19.15 – 19.25 Advances in Early Triple-Negative Breast Cancer (TNBC) Peter Schmid, FRCP, MD, PhD

1.25 PM – 1.35 PM/
19.25 – 19.35 Discussion: Advances in Early TNBC All

1.35 PM – 1.45 PM/
19.35 – 19.45 Advances in Metastatic TNBC (mTNBC) William Sikov, MD, FACP, FNCBC

1.45 PM – 1.55 PM/ 
19.45 – 19.55 Discussion: Advances in mTNBC All

1.55 PM – 2.00 PM/ 
19.55 – 20.00 Key Takeaways: Advances in Early and mTNBC Peter Schmid, FRCP, MD, PhD, and 

William Sikov, MD, FACP, FNCBC

2.00 PM/
20.00 Meeting Close Adam Brufsky, MD, PhD



Congress Highlights
New and Emerging Treatments in HER2+ mBC



Trastuzumab and pertuzumab in combination with eribulin mesylate or a taxane as first-line 
chemotherapeutic treatment for HER2-positive, locally advanced or metastatic breast cancer: 
Results of a multicenter, randomized, non-inferiority phase 3 trial in Japan (JBCRG-M06/EMERALD)
Yamashita T, et al. Abstract 1007

BACKGROUND
> Trastuzumab (H) + pertuzumab (P) + taxane is a current standard first-line therapy for 

recurrent or metastatic HER2-positive BC, but taxane-induced toxicities reduce patient QOL 
> The noninferiority of eribulin to taxane when used in combination with dual HER2 blockade 

(HP) was investigated in this study (NCT03264547) in patients with locally advanced or 
metastatic HER2-positive BC

OUTCOME
> 446 patients were enrolled and randomized: 224 to eribulin + HP (study group) and 222 to 

docetaxel/paclitaxel + HP (control group) as first-line chemotherapeutic treatment
> Median PFS was 14.0 mo in the study group and 12.9 mo in the control group (HR 0.96)
> Median OS was 65.3 mo in the control group and has not been reached in the study group
> Incidences of adverse drug reactions including grade ≥3 febrile neutropenia, edema, and 

diarrhea were lower in the study group than in the control group (4.9% vs 8.7%, 8.5% vs 
42.2%, and 36.6% vs 54.1%, respectively)

EXPERT CONCLUSIONS
> “The differences in the toxicity patterns are quite consistent with what we know from these 

drugs. . . . Eribulin is also not such an easy-to-give drug. . . . It basically gives more choice 
here”

> “It probably depends on where you practice, whether you can use this in patients who 
cannot have a taxane. . . . There's also data for vinorelbine from the VELVET study. So, 
there are a couple of choices in the first-line setting”



DESTINY-Breast07: Dose-expansion interim analysis of T-DXd monotherapy and T-DXd + 
pertuzumab in patients with previously untreated HER2+ mBC
Andre F, et al. Abstract 1009

BACKGROUND
> Trastuzumab deruxtecan (T-DXd) is approved for HER2-positive advanced/ 

metastatic BC after a prior anti-HER2–based regimen
> DESTINY-Breast07 is a phase Ib/II multicenter, open-label study exploring the safety, 

tolerability, and antitumor activity of T-DXd alone or in combination with other anticancer 
agents (NCT04538742). Results are from an interim analysis of the dose expansion 
assessing T-DXd ± pertuzumab (P) as first-line treatment in HER2-positive mBC

OUTCOME
> Patients had HER2-positive mBC (measurable), no or stable brain mets. A DFI ≥12 mo 

from (neo)adjuvant therapy was required; no prior therapy for mBC was allowed 
> 75 patients were treated with T-DXd alone, 50 with T-DXd + P; median follow-up was 

19.2 mo (range 8.7–29.2) and 20.6 mo (range 13.3–26.7), respectively
> Confirmed ORR was 76% with T-DXd and 84.0% with T-DXd + P; PFS rate at 12 mo 

was 80.8% with T-DXd and 89.4% with T-DXd + P 
> Most common AE was nausea (T-DXd, 70.7% [4.0% grade 3]; T-DXd + P, 68.0% [0% 

grade 3]); no grade ≥4 nausea or diarrhea. ILD occurred in 6 (8.0%) in T-DXd arm and 
5 (10.0%) patients in the T-DXd + P arm (all grade ≤2)

EXPERT CONCLUSIONS
> “Good efficacy data, a little bit better with pertuzumab, but since T-DXd does so well on 

its own, the additional benefit is not so spectacular, in my opinion”
> “Important observation in percent change in target lesion. . . . The responses occurred 

very early on and remained durable – great for first-line setting”
> “Verdict is still out there. Looking forward to larger trials like DESTINY-Breast09”



Trastuzumab deruxtecan in patients with breast cancer with brain metastases: The DE-REAL study
Botticelli A, et al. Abstract 1032

BACKGROUND
> 30-50% of patients with HER2-positive breast cancer develop brain metastases 

(BM). However, patients with active CNS involvement are traditionally excluded from 
clinical trials, and BM-related outcomes are seldom reported in study endpoints, 
including the impressive results with T-DXd

> Data presented are from a subanalysis of naive and previously-treated patients with 
HER2-positive BC with CNS involvement treated with T-DXd in the Italian large 
retrospective database (the DE-REAL study)

OUTCOME
> Overall intracranial response rate was 59%, with mPFS of 15.6 mo. Intracranial DCR 

was 94.9%
> Intracranial DOR was 11.9 mo, and intracranial CBr at 6 and 12 mo were 69.2% and 

59%, respectively 
> Intracranial OS was not reached, with an overall rate of 76.6% of patients alive at 12 

mo. When comparing intracranial responders (CR/PR/SD) to nonresponders (PD), 
median PFS was 15.8 mo vs 11.2 mo

EXPERT CONCLUSIONS
> “Small study, with quite good efficacy parameters in my opinion. But DESTINY-

Breast12 will report later this year, which will look at brain mets in more detail in a 
larger study, and it will help us more to place that drug in the clinic” 



ACE-Breast-02: A pivotal phase II/III trial of ARX788, a novel anti-HER2 antibody-drug conjugate 
(ADC), versus lapatinib plus capecitabine for HER2+ advanced breast cancer (ABC)
Xichun H, et al. Abstract 1020

BACKGROUND
> ARX788 is a next-generation site-specific, conjugated, noncleavable ADC 

with Amberstatin 269 (potent cytotoxic tubulin inhibitor)
> Interim results from phase I/II trial in patients whose disease progressed on 

trastuzumab-based therapy are reported
> Patients with HER2-positive unresectable or mBC were randomized 1:1 to ARX788 

or lapatinib + capecitabine (LC). Primary endpoint was PFS

OUTCOME
> 221 patients were treated with ARX788 and 220 with LC; 240 PFS events occurred
> ARX788 was not premedicated with any prophylactic measures 
> Median PFS was 11.33 mo with ARX788 vs 8.25 mo with LC as per IRC (HR 0.64, 

P=.0006). ORR was 63.8% with ARX788 and 52.7% with LC (P=.0186)
> TRAEs occurred in 98.6% (ARX788) and 99.1% (LC) of patients, respectively. TRAEs 

of grade 3-5 were similar in the 2 groups (41.4% and 40.0%)
> 71 patients (32.3%) had ILD with ARX788, primarily grade 1 or 2 (26.8%), with 3 

(1.4%) deaths possibly drug related; 164 patients (74.5%) had ocular events related to 
ARX788, primarily grade 1 or 2

EXPERT CONCLUSIONS
> “I would say these side effects [ocular toxicity] are a bit irritating for patients and I 

wouldn't go over it and say it's purely well manageable”
> “These toxicities are relevant, in particular if you want to move this to an earlier-line 

setting”
> “Only about 30% of the patients had seen prior trastuzumab and only very few had 

seen a prior TKI, so it's probably not a population that we encounter every day” 

Progression-Free Survival Overall Survival



Primary results from PATRICIA cohort C (SOLTI-1303), a randomized phase II study evaluating 
palbociclib with trastuzumab and endocrine therapy in pretreated HER2-positive and PAM50 
luminal advanced breast cancer
Ciruelos EM, et al. Abstract 1008

BACKGROUND
> The PATRICIA trial cohorts A and B demonstrated that palbociclib plus trastuzumab is safe 

and active in patients with trastuzumab-pretreated, HR+, HER2+ advanced BC
> Primary efficacy analysis from PATRICIA cohort C data are presented comparing the 

efficacy of palbociclib plus trastuzumab plus ET with treatment of physicians' choice 
(TPC), which included T plus any ET or chemotherapy (CT) plus T, or T-DM1 

OUTCOME
> Trial was designed to recruit 102 patients but was closed after 73, due to slow recruitment
> Palbo plus T plus ET (Cohort 1): 50% of patients received fulvestrant and 50% aromatase 

inhibitor as ET. In TPC arm (Cohort 2), 37.1% of patients were treated with T-DM1, 45.7% 
with CT plus T, 11.4% with ET plus T. Two patients withdrew consent prior to treatment

> Palbo plus T plus ET was associated with longer PFS compared with TPC (median 9.1 vs 
7.5 mo, stratified HR 0.52; P=.031); 12-mo PFS rates were 43.7% and 21.4%, respectively

> ORR was 18.9% in Cohort 1 and 8.3% in Cohort 2 
> Grade ≥3 AEs occurred in 63.2% of patients in Cohort 1 and 45.5% in Cohort 2. The most 

frequent grade ≥3 AE in the experimental arm was neutropenia (55.3%)

EXPERT CONCLUSIONS
> “Trial didn't recruit fully—limited amount of patients”
> “Endocrine therapy plus HER2 therapy trials have all been relatively small, underpowered, 

and have not made it to the clinic. In the age of ADCs, this question may not be relevant 
anymore”



Tucatinib and trastuzumab for previously treated HER2−mutated metastatic breast cancer 
(SGNTUC−019): A phase 2 basket study
Pohlmann PR, et al. Abstract 1105

BACKGROUND
> 2-5% of breast cancers harbor HER2 mutations, often in HR+ disease 
> Tucatinib (TUC), a highly HER2-specific TKI, is approved for use in previously treated 

patients with HER2+ mBC (with or without brain mets) in combination with trastuzumab 
(Tras) and capecitabine

> Efficacy and safety results were reported for TUC plus Tras in patients with previously 
treated HER2-mutated mBC that is not HER2+ (SGNTUC-019 [NCT04579380])

OUTCOME
> Patients were treated with TUC and Tras; patients with HR+ disease also received 

fulvestrant 
> 31 heavily pretreated patients (4+ lines systemic therapy) were enrolled, 87% with HR+ 

disease, 58% with lobular histology. Median duration of follow-up for OS was 15.0 mo 
> cORR was 41.9% with 13 responses including 2 CRs. Median DOR was 12.6 mo. DCR 

was 80.6% (n=25), mPFS was 9.5 mo, and mOS was 20.1 mo
> Most common TEAEs reported were diarrhea (64.5%) and nausea (35.5%). Most 

common grade ≥3 TEAEs reported were diarrhea (13%), ALT increase (10%), and 
hypertension (10%). Two (6.5%) patients discontinued TUC

EXPERT CONCLUSIONS
> “Clinical response rate of 40% is quite good with TUC and Tras; on the other hand, 

there is also data with neratinib in this setting” 
> “I think they're both [neratinib and TUC] maybe on the table for select patients”



Imlunestrant, an oral selective estrogen receptor degrader (SERD), in combination with human 
epidermal growth factor receptor 2 (HER2) directed therapy, with or without abemaciclib, in estrogen 
receptor (ER) positive, HER2 positive advanced breast cancer (aBC): EMBER phase 1a/1b study
Bhave MA, et al. Abstract 1027

BACKGROUND
> Imlunestrant is a next-gen oral SERD, designed to deliver continuous ER-target inhibition
> In the first-in-human phase Ia/b EMBER study (NCT04188548), imlunestrant 

demonstrated favorable safety, PK, and clinical benefit as a monotherapy or with targeted 
therapy in ER-positive, HER2-negative aBC

> Imlunestrant with HER2-targeted therapy in patients with ER-positive, HER2-
positive aBC was presented

OUTCOME
> Patients were randomized to imlunestrant + trastuzumab (H) ± abemaciclib (Part C) or 

received maintenance treatment with imlunestrant + H + pertuzumab (P) (Part E)
> Eligibility (Part C): ≥2 prior HER2-directed regimens, no prior CDK4/6i or fulvestrant; (Part 

E): received first-line induction taxane (any duration) + H + P, no disease progression, 
and ≤1 prior therapy for aBC. Overall, 8 patients received imlunestrant + H; 21 received 
imlunestrant + H + abemaciclib, and 6 received imlunestrant + H + P

> ORR (CR + PR): 7%, 25%, and 33% for imlunestrant + H, imlunestrant + H + abemaciclib, 
and  imlunestrant + H + P, respectively; mPFS, mo: 5.3, 6.7, and 15.8  for imlunestrant + 
H, imlunestrant + H + abemaciclib, and  imlunestrant + H + P, respectively 

EXPERT CONCLUSIONS
> “Well tolerated, early signs of efficacy” 
> “This [oral SERD] is still in development, so I think this is just interesting to see, and 

there's other data with imlunestrant with other combinations also, outside of the HER2-
positive setting”
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New and Emerging Treatments in HER2+ mBC
No practice-changing data for HER2+ mBC were presented at ASCO 2024 

First-line treatment with T-DXd
> The DESTINY-Breast07 study (1009) of T-DXd monotherapy vs T-DXd plus pertuzumab has a small sample size, but an important point is

the combination leads to higher complete response (CR) rates. The overall sentiment was that data for the combination are not compelling 
and data from DESTINY-Breast09 will yield more definitive answers: “I didn’t think the data was that spectacular, maybe because the bar is 
already very high when we start, but we definitely need the DESTINY-Breast09 data in order to see where that actually goes”

> The activity of T-DXd in first line is so high that it is expected many patients will have long PFS in the DESTINY-Breast09 study and will stop 
treatment at some point. This group of patients may continue treatment with trastuzumab or trastuzumab plus pertuzumab as a maintenance 
strategy. The rationale could be extrapolated to DESTINY-Breast07, to propose that patients who receive T-DXd and stop, may receive 
pertuzumab after, as maintenance. This introduces the concept of an induction phase with T-DXd followed by maintenance: “As an induction, 
T-DXd is so potent that I'm not sure if we will be able to add anything else to T-DXd” 

– The STOP-HER2 trial was brought up, which will assess stopping treatment after induction with HER2-targeted therapies, in patients 
with HER2+ mBC who have been free of disease progression for at least 3 years after starting therapy

Second-line novel anti-HER2 ADCs 
> Data from ACE-Breast-02 (1020) of the novel anti-HER2 ADC ARX788 vs lapatinib plus capecitabine are not compelling, and the median 

PFS is considered modest in the ARX788 arm 
> It was questioned why the drug-to-antibody ratio is low, and whether this could explain the activity of the ADC being lower than expected
> There is concern for ILD, and ocular toxicity is also considered worrisome, as patients may find it difficult to deal with over time: “I think that 

we should pay attention to the side effects, because the investigators said they're manageable, but it's more than 20% grade 3 eye toxicity. I 
think that is a concern, in particular if you want to move this earlier”

> There could perhaps be a place for ARX788 post–T-DXd to rescue some heavily pretreated patients: “If the data is positive and the drug is 
approved, I would like to see some data after T-DXd. Maybe we could rescue some patients heavily treated with this ADC, and that's 
something that could be great for patients. But before T-DXd, I think it's difficult to consider this drug”



New and Emerging Treatments in HER2+ mBC
Maintenance with CDK4/6 inhibitors in HR+, HER2+ mBC
> Maintenance treatment with CDK4/6 inhibitors (palbo) plus anti-HER2 therapy plus endocrine therapy post-induction with chemo plus anti-

HER2 therapy is being investigated in patients with HR+, HER2+ mBC in the ongoing PATINA trial 
– The study will address whether outcomes are improved vs standard post-induction anti-HER2 plus endocrine therapy: “. . . that's really 

the question. Do we really prolong survival?”
> It was noted there may be a role for CDK4/6 inhibitors in patients with aggressive luminal B HR+, HER2+ disease, as demonstrated by the 

PATRICIA study (1008) with palbociclib, and perhaps a place for this regimen may also be as maintenance strategy after a chemo-based 
induction regimen

> The question remains on the role of endocrine therapy plus anti-HER2 therapy (± CDK4/6 inhibitors) without prior induction with chemo – the 
challenge is how to select patients who will benefit from this approach vs patients who will benefit from receiving chemo first

Brain mets in HER2+ mBC
> The data from the DE-REAL study (1032) reaffirm the impressive activity of T-DXd in brain mets, as demonstrated in the TUXEDO trial and 

the pooled analysis of DESTINY-Breast01, -02, and -03
> Although the HER2CLIMB regimen has level 1 evidence in the NCCN guidelines because of the OS data in the trial, it was noted that despite 

having less evidence, T-DXd is highly active in the brain: “The data, though less abundant, looks like this is a very robust approach to treat 
brain metastases, and I would have no hesitation to use it in my own clinic, and I do”

> Experts from the US noted that for patients with systemic disease and brain mets, T-DXd is preferred, and for patients with minimal systemic 
disease and brain-dominant disease, the HER2CLIMB regimen with tucatinib is used

> A sequential trial of T-DXd followed by tucatinib for patients with brain mets was proposed for patients with visible brain mets and 
micrometastatic disease, as tucatinib may be able to penetrate the blood-brain barrier and reach the micrometastatic sites, which is not 
possible with the larger ADC



New and Emerging Treatments in HER2+ mBC
Oral SERDs in HR+, HER2+ mBC
> Regarding the phase Ia/b EMBER study of the oral SERD imlunestrant with HER2-targeted therapy, oral SERDs are not yet considered to 

have a prominent role in the HER2+ mBC setting: “I don't know if there's any real theoretical reason for an oral SERD in triple positive as 
opposed to the fulvestrant”

> “. . . it's interesting to see that 30 years later, we're still addressing this question. I think it's long overdue to put it to bed definitively with some 
large, randomized phase III trials and get it over with”

> Having said that, the data from the heredERA study with maintenance giredestrant plus pertuzumab plus trastuzumab, post-induction, will 
shed more light

Tucatinib and trastuzumab in HER2-mutated mBC
> The combination of tucatinib and trastuzumab is considered active, as shown by the results of the phase II SGNTUC−019 study (1105): “. . . 

maybe it should be a footnote in the guidelines.” And it was noted it may be less toxic than neratinib, although using neratinib at 120 mg daily 
may also reduce its associated GI toxicities (diarrhea)



Congress Highlights
New and Emerging Approaches in HR+, 
HER2– Early BC



Prognostic utility of ctDNA detection in the monarchE trial of adjuvant abemaciclib plus 
endocrine therapy (ET) in HR+, HER2-, node-positive, high-risk early breast cancer (EBC)
Loi S, et al. Abstract LBA507

BACKGROUND
> In monarchE (NCT03155997), 2 years of adjuvant abemaciclib plus ET resulted in 

sustained improvement in invasive disease-free survival (iDFS; HR 0.680, 7.6% 
absolute benefit at 5 years) in patients with HR+, HER2–, node-positive, high-risk EBC

> The prognostic value of ctDNA detection and dynamics in patients from monarchE 
(enriched for patients with early iDFS events) was explored 

OUTCOME
> ctDNA detection was performed using the personalized, tumor-informed Signatera 

ctDNA assay (Natera, Inc) and whole exome sequencing of matched primary tumor 
and normal required for assay design. ctDNA testing was performed in 910 patients 

> At baseline, ctDNA– patients had better outcomes than ctDNA+ patients (23% vs 80% 
iDFS event rate, respectively; P<.0001)  

> Frequency of iDFS events was highest in patients who were persistently ctDNA+ (100%) 
> became positive (93%) > became negative (42%) > persistently negative (14%)

> The effect of abemaciclib was consistent across ITT and ctDNA cohorts

EXPERT CONCLUSIONS
> “[The baseline ctDNA data] were a nice validation . . . and was needed in the field” 
> “The Signatera ctDNA assay is a dynamic assay where we would need to measure over 

time to get the most information. . . . How to handle ctDNA+ patients is not addressed” 
> “Not sure it changes anything in daily practice, since we don’t know what to do for the 

ctDNA+ patients, but there is certainly a path forward for future clinical trials”  



Efficacy and genomic analysis of HER2-mutant, metastatic triple-negative breast cancer treated 
with neratinib alone or in combination with trastuzumab in the phase 2 SUMMIT basket trial
Jhaveri KL, et al. Abstract 1094

BACKGROUND
> Previous analyses suggested that resistance to neratinib (N) occurred primarily via 

acquisition of additional HER2 alterations (SUMMIT cohorts, MutHER clinical trial)
> Addition of trastuzumab (T) to N plus fulvestrant (F) in HR+, HER2–, HER2-mutant 

mBC previously revealed increased efficacy compared with N plus F
> Final SUMMIT data were presented evaluating T addition to N in patients with HER2-

mutant, triple-negative mBC, including NGS of serial biopsies to evaluate mechanisms 
of sensitivity and resistance

OUTCOME
> 10 and 17 patients with triple-negative mBC were enrolled in the N and the N plus T 

cohorts, respectively
> ORRs were 40% and 35.3% in the N and N plus T cohorts, respectively
> Median PFS was 2.89 mo and 6.24 mo in the N and N plus T cohorts, respectively 
> Patients with exon 20 insertions in HER2 gene and kinase domain missense mutations 

“appeared to be particularly responsive”
> Treatment with either N and/or N plus T yielded promising clinical efficacy  

EXPERT CONCLUSIONS
> “It was interesting to see that TNBC patients had HER2 mutations” 
> “You get the sense that treating these TNBC patients with the combination of trastuzumab 

plus neratinib works a little better than neratinib alone . . . not significantly so, by statistics”



Association of MammaPrint index and 3-year outcome of patients with HR+HER2- early-stage 
breast cancer treated with chemotherapy with or without anthracycline
O'Shaughnessy J, et al. Abstract 511

BACKGROUND
> The MammaPrint (MP) risk of distant recurrence signature identifies patients with HR+, 

HER2– early-stage BC with increased/decreased chemosensitivity and chemotherapy 
(CT) benefit

> Association of MP index and 3-year RFI was evaluated in patients with HR+, HER2–
(genomically high-risk luminal B EBC) treated with taxane and cyclophosphamide 
(TC) vs anthracycline plus TC

OUTCOME
> High-risk tumors were further classified into High 1 (H1; 0.000 to -0.569) or High 2 (H2; 

-0.570 to -1.000). H2 tumors were more likely grade 3, compared with H1 tumors 
> 86% of tumors were classified as H1 (N=530) and 14% were classified as H2 (N=84)
> AC-T–treated tumors had nonsignificant differences in 3-year RFI between H1 (95.3%; 

N=184) and H2 (97.7%; N=44)
> Patients with H2 (N=40) tumors treated with TC demonstrated significantly worse RFI 

of 86.4%, compared with 97.1% in patients with H1 luminal B-type (N=346) tumors 
> In exploratory immune profiling, H2 luminal B-type tumors had increased innate and 

adaptive immune signatures vs H1

EXPERT CONCLUSIONS
> “As noted by the authors, this was not a randomized trial, and it had a relatively short 

follow-up. . . . It should not be used in clinical decision-making, in my opinion” 



Elucidating the immune active state of HR+HER2- MammaPrint High 2 early breast cancer
Coban EF, et al. Abstract 506

BACKGROUND
> I-SPY 2 showed that patients with MammaPrint High 2 (H2), HR+, HER2– tumors 

have higher response rates to neoadjuvant chemo plus immunotherapy compared 
with patients with MP H1 tumors

> To elucidate the underlying biology that mediates immune therapy response, in silico 
analysis of full transcriptome data was performed to characterize immune cell 
frequencies and antigen presentation in HR+, HER2–, MP High-Risk EBC from 
patients enrolled in the FLEX study (NCT03053193)

OUTCOME
> Tumors were stratified into MP H1 or MP H2. The gene signature-based method 

xCell was used to determine immune cell abundance for each group on the basis of 
enrichment score

> H2 tumors had significantly higher frequency of antigen-presenting cells including 
activated dendritic cells and macrophages, CD4+ memory T cells, CD8+ T cells, 
memory B cells, and plasma cells relative to H1 tumors 

> PD-1 and PD-L1 genes, and genes involved in antigen processing (B2M, TAP1/2) 
and presentation (MHC class I, HLA-A, -B, -F; MHC class II, HLA-DM, -DQ), were 
significantly upregulated in H2 vs H1

EXPERT CONCLUSIONS
> “I think that's the right use of this type of a signal currently, is to enrich for the 

possibility of the response in a prospective clinical trial [in reference to the SWOG 
S2206 trial, which focuses on MP H2 tumors]” 



Baseline (BL) characteristics and efficacy endpoints for patients (pts) with node-negative (N0) 
HR+/HER2− early breast cancer (EBC): NATALEE trial
Yardley DA, et al. Abstract 512

BACKGROUND
> NATALEE (NCT03701334) assessed ribociclib (RIB) plus NSAI vs NSAI alone in patients 

with HR+, HER2− EBC at increased risk of recurrence, including those with N0 disease, 
and showed a statistically significant iDFS benefit

> The baseline characteristics, efficacy, and safety for the N0 subgroup were reported

OUTCOME
> Of 2549 patients randomized to RIB plus NSAI and 2552 to NSAI alone, 285 (11%) and 

328 (13%) had N0 disease, respectively. BL characteristics for the N0 subgroup were 
balanced across arms 

> Consistent with the ITT population, RIB plus NSAI improved iDFS (HR 0.72; 95% CI: 
0.41-1.27; 3-year rate with RIB plus NSAI vs NSAI alone, 93.2% vs 90.6%), distant 
disease-free survival (HR 0.70; 95% CI: 0.38-1.29; 3-year rate, 94.3% vs 91.5%), and 
distant recurrence-free survival (HR 0.58; 95% CI: 0.29-1.17; 3-year rate, 96.3% vs 
92.5%) in patients with high-risk N0 disease

> Safety profile of RIB in the N0 subgroup was consistent with the ITT population, with the 
rate of discontinuation (all grade AEs) was 24% vs 8% with RIB plus NSAI vs NSAI alone

EXPERT CONCLUSIONS
> “There appears to be an efficacy trend here; no statistics were reported at ASCO, but it’s 

likely not significant, given the small numbers here” 
> “The most important message—these are high-risk, node-negative patients . . . T2 and 

above, grade 2 and above, multiple lines of prior therapy. . . . We have to be careful there 
isn't drift into low-risk, node-negative patients, for which there is no data so far in that group” 



I-SPY2 Endocrine Optimization Pilot (EOP): Neoadjuvant amcenestrant +/- abemaciclib +/-
letrozole in molecularly selected patients (pts) with HR+ HER2- stage 2/3 breast cancer (BC)
Chien AJ, et al. Abstract 601

BACKGROUND
> Endocrine optimization pilot (EOP) is an I-SPY2 neoadjuvant substudy designed to test 

the tolerability and impact of novel endocrine-based strategies in patients with stage 2/3 
BC predicted to have lower benefit from chemotherapy

> Amcenestrant (A) is an oral SERD with activity in HR+, HER2– mBC
> Feasibility was determined for patients randomized to A, A plus abemaciclib, or A plus 

letrozole

OUTCOME
> MammaPrint (MP) low-risk stage 2/3 BC. Patients with MP high-risk tumor signatures 

were eligible if clinically node negative
> Treatment in all 3 arms was feasible; 95% of patients completed >75% of study therapy. 

Most common AEs include grade 1-2 hot flashes (69%) and fatigue (66%). Grade 3 AEs 
were rare and included neutropenia (2 patients) and diarrhea (1 patient) in AA

> All 3 treatment arms had reductions in Ki67, estrogen receptor, and tumor size, but there 
were no significant differences among the 3 arms

EXPERT CONCLUSIONS
> “The greatest cell cycle arrest was seen in the abemaciclib plus amcenestrant arm, 

suggesting maybe some additional activity in that group from a biological view” 
> “Low-grade AEs bodes well for future, larger, prospective phase II or III trials” 
> “Low rates of mPEPI 0, so it doesn’t rise to the level of enriching for that phenotype, 

unfortunately”



Key Insights
New and Emerging Approaches in HR+, HER2–
Early BC



New and Emerging Approaches in HR+, HER2– Early BC
Prognostic utility of ctDNA in HR+, HER2–, node-positive, high-risk early BC
> The analysis of ctDNA in the monarchE trial (LBA507) is the largest study evaluating this parameter in the HR+, HER2– high-risk early BC setting, 

and is considered far more sensitive than tumor markers and circulating tumor cells
> ctDNA is clearly a prognostic marker and the dynamics of ctDNA levels during treatment (real-time monitoring) are also important, although it is 

still not ready as a predictive marker
> However, the evaluation of ctDNA from monarchE leads to questions that currently cannot be answered in the clinic

– Can de-escalation of therapy be implemented for patients who are ctDNA negative, despite a risk of recurrence?
– What to offer patients who become ctDNA positive? Endocrine therapy will not help these patients, and intensifying the treatment, eg, with 

an ADC, may reverse the micrometastatic clone in these patients, but this remains unknown 
> It is important from the physician perspective to understand that the current investigations do not guide treatment decisions, and it is particularly 

important for patients to be informed, as many of them come to the clinic asking about ctDNA
> The current data could potentially be used to 

– Guide patients who remain or become ctDNA positive to clinical trials
– Incorporate ctDNA evaluation in the design of new clinical trials, “. . . which could be very useful to decrease sample sizes in large, 

randomized phase III adjuvant trials, for example. So, instead of having a 5,000-patient study, if you know who's at risk for events, you could 
have a 500-patient study with the same statistical power theory”

• The SURVIVE trial is one such example. This is the first large, randomized BC surveillance trial to investigate the potential survival 
benefit of liquid biopsy-guided follow-up care in patients with intermediate- to high-risk early breast cancer. The study is ongoing in 
Germany and 3500 patients are planned for randomization in a 1:1 ratio to standard vs liquid biopsy guided intensified follow-up care 

• The ChemoNEAR study presented at ASCO (1010) using the NeXT Personal ctDNA-based MRD platform to correlate the findings 
with clinical outcomes was also highlighted

– Real-time monitoring of ctDNA to guide treatment de-escalation: “It's going to really allow us to de-escalate. I can envision a day we're 
going to be real-time monitoring this”

> The observation that there was a group of patients who went from ctDNA positive to ctDNA negative is viewed as encouraging; however, it was a 
small group of patients, and long-term data are needed to determine whether they are cured: “It's an interesting proof of principle that you can 
turn a positive test negative by giving a different treatment”



New and Emerging Approaches in HR+, HER2– Early BC
MammaPrint in HR+, HER2– high-risk early BC 
> Based on MammaPrint (MP) data from the observational FLEX study (511), for patients who are MP High 2 who have a very aggressive

tumor, addition of anthracycline to the cyclophosphamide regimen would be considered, whereas there are insufficient data to determine 
whether anthracycline should be excluded for patients who are MP High 1

> The gene profile for MP High 2 and TNBC (506) is very similar and the question of using carboplatin plus immunotherapy for the High 2 
patients was raised

> It was noted that gene signatures identified in response or not to each class of drug, including chemotherapeutic drugs, would be more 
relevant than the MammaPrint assay

Node-negative (N0) HR+, HER2– early breast cancer 
> In the NATALEE trial (512), T2N0 constituted >70% of the patient population in the N0 group, and it was noted that specific data are needed 

for this subgroup, to determine whether the cost of using the ribociclib regimen is justified, given the 3-year iDFS rate is 93% for aromatase 
inhibitor plus ribociclib arm vs 90% for aromatase inhibitor arm: “I'm certainly not going to recommend it in my 2.5-cm node-negative cancers. 
Because I just don't think that there's a benefit”

– The cost:benefit ratio was brought up: “How many patients am I willing to treat with this for 3 years, $500,000 in toxic treatment, for 1 
patient to benefit?”

– In any case, the magnitude of benefit will be known with longer follow-up data, when further subgroup analysis can be performed 
– Nevertheless, it was highlighted that there are N0 patients who are very-high-risk and have poor outcomes, and these patients need 

additional endocrine therapy or chemotherapy
– The readout of ADAPTcycle, which is evaluating whether patients with intermediate-risk HR+, HER2– early BC will benefit from addition 

of ribociclib to endocrine therapy compared with chemo, may help answer the question of ribo benefit for this group of patients
> The current data for the N0 patients in the NATALEE study indicate these are not low-risk and would not support statements or verbiage for 

the use of the regimen in patients with low-risk N0 disease



Congress Highlights
New and Emerging Approaches in HR+, 
HER2– mBC



First-line inavolisib/placebo + palbociclib + fulvestrant (Inavo/Pbo+Palbo+Fulv) in patients (pts) 
with PIK3CA-mutated, hormone receptor-positive, HER2-negative locally advanced/metastatic 
breast cancer who relapsed during/within 12 months (mo) of adjuvant endocrine therapy 
completion: INAVO120 Phase III randomized trial additional analyses
Juric D, et al. Abstract 1003

BACKGROUND
> INAVO120 (NCT04191499) showed improved PFS with Inavo + Palbo + Fulv vs 

Placebo + Palbo + Fulv, with manageable safety and tolerability
> Further characterization of the substantial benefit:risk of the Inavo triplet was performed 

for additional efficacy endpoints, detailed safety data of key AEs, such as hyperglycemia 
(HG), diarrhea, rash, stomatitis for Inavo, and PROs

OUTCOME
> Median PFS2 was 24.0 vs 15.1 mo (HR 0.59) and time to first chemotherapy (TTFC) NE 

vs 15.0 mo (HR 0.53) in the Inavo v Pbo arm 
> Key AEs were mostly low grade (G1–2); none were G4–5, and were managed with 

standard supportive care and reductions/interruptions in Inavo, where applicable 
> With Inavo, median days to first onset: 7 (HG), 15 (diarrhea), 29 (rash), and 13 (stomatitis)
> 1 patient discontinued Inavo due to HG, 1 due to stomatitis 
> Patients receiving Inavo had longer pain-level maintenance, day-to-day functioning, and 

HRQOL. No additional therapy burden with Inavo was found in PROs

EXPERT CONCLUSIONS
> “These [PFS2 and TTFC] are really impressive, like the original PFS data were”
> The time to worse pain deterioration . . . was not significant, but it was still clinically 

meaningful”
> “It was good to see the time to chemotherapy and the PFS2 hold up”

Time to discontinuation of next-line treatment, or 
death (proxy for PFS2)

Time to first subsequent chemo after treatment 
discontinuation



Palbociclib plus exemestane with GnRH agonist vs capecitabine in premenopausal patients with 
HR+/HER2- metastatic breast cancer: Updated survival results of the randomized phase 2 study 
Young-PEARL
Park YH, et al. Abstract LBA1002 Primary PFSa

BACKGROUND
> The Young-PEARL study demonstrated improved PFS (mPFS: 20.1 vs 14.4 mo) with 

exemestane plus palbociclib with ovarian function suppression (OFS) compared with 
capecitabine in premenopausal patients with HR+, HER2– mBC whose disease had 
relapsed or progressed during previous tamoxifen therapy

> Updated survival outcomes were reported, with median follow-up of 54.8 mo

OUTCOME
> 184 patients (n=92 exemestane plus palbociclib with OFS, n=92 capecitabine) 
> Updated mPFS was 19.5 mo (exemestane plus palbociclib plus OFS) and 14.0 mo for 

capecitabine (HR 0.75; P=.04) 
> mOS was 54.8 mo (palbociclib arm) and 57.8 mo (capecitabine) (HR 1.02; P=.92)
> mPFS2 (time from date of first PD to second PD) was significantly shorter in the palbociclib 

arm (7.5 vs 11.7 mo; P=.02)
> Confirmed ORR: 33.3% for palbociclib and 33.7% for capecitabine
> Median treatment duration: 18.9 mo in palbociclib, 13.5 mo in capecitabine 
> 93.5% of patients in the palbociclib arm had grade ≥3 TEAEs; 48.2% in the capecitabine 

arm had grade ≥3 TEAEs

EXPERT CONCLUSIONS
> “It's about a 5.5-month improvement in median PFS in favor of good endocrine therapy with 

the CDK4/6 inhibitor”
> “No difference in OS here . . . but there was a proportion of patients that went on to have a 

crossover, which may explain survival being very similar”

Updated PFS



Abemaciclib plus fulvestrant vs fulvestrant alone for HR+, HER2- advanced breast cancer 
following progression on a prior CDK4/6 inhibitor plus endocrine therapy: Primary outcome of 
the phase 3 postMONARCH trial
Kalinsky K, et al. Abstract LBA1001

BACKGROUND
> The combination of CDK4/6i plus endocrine therapy (ET) is the standard first-line 

treatment for HR+, HER2– ABC 
> Real-world evidence suggests abemaciclib after progression on CDK4/6i prolongs PFS 

in ABC; however, phase II trials with other CDK4/6i have generated mixed results
> Primary outcome analysis for phase III postMONARCH trial of fulvestrant plus abemaciclib  

or placebo in HR+, HER2– ABC after progression on CDK4/6i plus ET was reported

OUTCOME
> Eligible patients: progression on CDK4/6i plus AI as initial therapy for ABC or relapse 

on/after a CDK4/6i plus ET (adjuvant therapy, for early BC). Other prior treatments for 
ABC excluded

> n=368 patients randomized (182 to abemaciclib plus fulvestrant, 186 to placebo plus 
fulvestrant). Prior CDK4/6i was 59% palbociclib, 33% ribociclib, and 8% abemaciclib

> 6-mo PFS rates were 50% vs 37% (HR 0.73) for the abemaciclib and placebo arms, 
respectively. This effect was consistent irrespective of ESR1 or PIK3CA mutations

> ORR with abemaciclib vs placebo was 17% vs 7%, respectively. PFS (BICR) HR 0.55
> OS is immature (20.9%).Safety profiles are consistent with abemaciclib

EXPERT CONCLUSIONS
> “Interesting positive trial, so we'll see what people think about using this in our practice”
> Regarding the point estimate (HR ~1) for abemaciclib after ribociclib: “Interesting to see 

what people think about abema after ribo vs abema after palbo, for example”
> Data censoring in the BICR curves was noted by the speaker to be confusing, making 

the BICR data difficult to interpret; speaker focused on investigator-assessed outcomes

Investigator-assessed PFS

BICR-assessed PFS



BLU-222, an investigational, oral, potent, and highly selective CDK2 inhibitor (CDK2i), as 
monotherapy in patients (pts) with advanced solid tumors and in combination with ribociclib 
(RIBO) and fulvestrant (FUL) in HR+/HER2− breast cancer (BC)
Juric D, et al. Abstract 1056

BACKGROUND
> CDK2 is implicated in CDK4/6i resistance in HR+, HER2− BC
> CDK2 inhibition is thus an attractive novel anticancer approach
> BLU-222 is an investigational, oral, potent, selective CDK2i in clinical development 

showing promise as a monotherapy and combination therapy 
> VELA (NCT05252416) phase I/II study results are presented

OUTCOME
> BLU-222 was administered as monotherapy in patients with advanced relapsed/recurrent 

cancer, regardless of CCNE1, or in combination with ribociclib plus fulvestrant (RIBO + 
FUL) in patients with HR+, HER2− BC with progression after CDK4/6i. Monotherapy 
cohort: n=56 patients; combination cohort: n=19 patients  

> Patients were heavily pretreated (5-6 lines of prior therapy). Monotherapy and combination 
therapy demonstrated a dose-dependent reduction in thymidine kinase (TK1) activity, and 
pRb. Combination therapy also induced a dose-dependent reduction in ctDNA 

> RIBO + FUL + BLU-222 combination AEs included low-grade nausea/vomiting and 
diarrhea, and a low frequency of grade ≥3 anemia and neutropenia

EXPERT CONCLUSIONS
> In reference to dose-dependent reductions in ctDNA and TK1: “We’re seeing some 

pharmacodynamic effects as we increase the dose of the BLU-222” 
> “I think nice proof of concept here. [BLU-222] is adding well in super-heavily-pretreated 

patients, all of whom had seen a prior CDK. . . . It looks like it's overcoming some resistance 
to prior CDK4/6 inhibitor therapy, and it looks like it's pretty well tolerated as well”



Trastuzumab deruxtecan (T-DXd) vs physician’s choice of chemotherapy (TPC) in patients (pts) 
with hormone receptor-positive (HR+), human epidermal growth factor receptor 2 (HER2)-low or 
HER2-ultralow metastatic breast cancer (mBC) with prior endocrine therapy (ET): Primary results 
from DESTINY-Breast06 (DB-06)
Curigliano G, et al. Abstract LBA1000

BACKGROUND
> T-DXd is approved for HER2-low (IHC 1+ or 2+/ISH–) mBC after ≥1 line of chemotherapy (CT)
> DESTINY-Breast06 (NCT04494425) evaluated T-DXd vs CT of physician's choice (TPC) 

in patients with HER2-low or -ultralow (IHC 0 with membrane staining), HR+ mBC after 
progression on ET and no prior CT for mBC

OUTCOME
> Patients had at least 2 lines of prior ET (~88%), OR 1 line for mBC and progression within 

6 mo of starting first-line ET plus CDK4/6i, OR recurrence in <2 years of starting adjuvant 
ET (~15%); 436 patients were randomized to T-DXd arm, n=430 to TPC arm    

> Both HER2-low and ITT had improvement in PFS with T-DXd (13.2 mo for T-DXd, 8.1 mo 
for TPC). HER2-low HR 0.62; ITT HR 0.63; P<.0001 for both 

> OS data are immature (40%) and nonsignificant in both HER2-low and ITT populations. 
Roughly 20% of patients in the TPC arm received T-DXd after treatment discontinuation

> HER2-ultralow cohort (n=152 patients): PFS and OS were both improved with T-DXd 
(PFS: 13.2 mo vs 8.3 mo in TPC, HR 0.78; OS HR 0.75 in favor of T-DXd) 

> Subgroup analysis did not identify any groups that would not benefit from T-DXd vs CT. 
ORR was almost double in HER2-low, ITT, and ultralow

> ILD was similar to prior studies with T-DXd (11% any grade, 0.7% grade 5) 

EXPERT CONCLUSIONS
> “In my opinion, this is the most important abstract at ASCO 2024 in breast cancer. . . . I 

think it’s going to be practice changing in the next couple months”



Datopotamab deruxtecan (Dato-DXd) vs chemotherapy (CT) in previously treated inoperable or 
metastatic hormone receptor-positive, HER2-negative (HR+/HER2–) breast cancer (BC): Patient-
reported outcomes (PROs) from the TROPION-Breast01 study
Pernas S, et al. Abstract 1006

BACKGROUND
> In the primary analysis of the phase III TROPION-Breast01 study (NCT05104866), 

Dato-DXd significantly improved PFS vs investigator’s choice of CT (ICC)
> PROs from TROPION-Breast01 were reported

OUTCOME
> PROs were measured at baseline and time to deterioration in global health status/QOL, 

physical functioning, and pain. Questionnaires were administered electronically
> PRO questionnaire (EORTC QLQ-C30) compliance was 82.5% in both arms, declining 

over time in both arms in a consistent manner 
> Dato-DXd patients experienced delayed time to first deterioration vs ICC in global 

health status/QOL (3.4 vs 2.1 mo [HR 0.85]), pain (3.5 vs 2.8 mo [HR 0.85]), and 
physical functioning (5.6 vs 3.5 mo [HR 0.77]) 

> Time to confirmed deterioration (at a subsequent time point) was also delayed with 
Dato-DXd, specifically: health status/QOL (9 vs 4.8 mo [HR 0.76]), pain (9 vs 5.5 mo 
[HR 0.72]), and physical functioning (12.5 vs 6.2 mo [HR 0.77])

> Patient-reported treatment tolerability was similar between Dato-DXd and ICC 

EXPERT CONCLUSIONS
> “Clearly, we increased long-term outcomes in terms of time to deterioration in quality of 

life and symptoms were improved in the Dato-DXd arm”
> “Data for survival outcomes will, I think, be updated later this year”



SACI-IO HR+: A randomized phase II trial of sacituzumab govitecan with or without pembrolizumab 
in patients with metastatic hormone receptor-positive/HER2-negative breast cancer
Garrido-Castro AC, et al. Abstract LBA1004

BACKGROUND
> Sacituzumab govitecan (SG) is a TROP2 ADC with topoisomerase I inhibitor payload (SN-

38) approved for previously treated triple-negative and HR+, HER2– mBC
> SN-38 can induce type I IFN production, T-cell recruitment, MHC class I and PD-L1 

expression, enhance cytotoxic T-cell effector functions, and deplete regulatory T cells
> A randomized, open-label phase II study comparing SG ± pembrolizumab in HR+, HER2–

mBC (NCT04448886) was conducted

OUTCOME
> Median PFS was 8.12 mo in Arm A (SG plus pembro) vs 6.22 mo in Arm B (SG alone) (HR 

0.81, 95% CI: 0.51-1.28; log-rank P=.37)
> ORR 21.2% and 17.3% for Arms A and B, respectively
> OS was 18.52 mo vs 17.96 mo (HR 0.65, 95% CI: 0.33-1.28; log-rank P=.21), for Arms A 

and B, respectively
> The most frequent treatment-related toxicities (grade ≥2) in Arm A were neutropenia, 

fatigue, alopecia, anemia, leukopenia, diarrhea, and nausea; in Arm B, neutropenia, 
alopecia, diarrhea, nausea, fatigue, and anemia

EXPERT CONCLUSIONS:
> “In my opinion, the trial was negative. I would love to see the data for those patients who did 

not receive previous treatment with chemotherapy in advanced disease”



Interim analysis (IA) of the giredestrant (G) + everolimus (EVERO) arm in MORPHEUS Breast 
Cancer (BC): A phase I/II study of G treatment (tx) combinations in patients (pts) with estrogen 
receptor-positive (ER+), HER2-negative, locally advanced/metastatic BC (LA/mBC)
Wander SA, et al. Abstract 1059

BACKGROUND
> ET plus CDK4/6i is the first-line therapy of ER+ mBC. Finding effective ET combinations 

after progression remains a challenge; however, targeting the Akt/mTOR pathway is a 
promising approach

> Giredestrant (G) is a highly potent, nonsteroidal, oral (PO), selective ER antagonist and 
degrader that is well tolerated and achieves robust ER occupancy

> A 16-week IA of the G plus EVERO (an approved mTOR inhibitor) vs EVERO arm in 
MORPHEUS BC (NCT04802759) was presented

OUTCOME
> Confirmed ORR in the G plus EVERO arm was 40% (n=15) 
> Partial responses were reported in 40% of patients (n=6)
> 40% of patients (n=6) had SD
> DCR was 53.3% (n=8)
> Median PFS was 7.62 mo with everolimus and 4.67 mo without

EXPERT CONCLUSIONS
> “This is an important study because this is the basis for the evERA trial”
> “Small numbers; the signal is clear”

5.6% 40%

mPFS: 7.62 mo

mPFS: 4.67 mo



Elacestrant in combination with abemaciclib in patients (pts) with brain metastasis from estrogen 
receptor-positive (ER+), HER2-negative (HER2-) breast cancer: Preliminary data from ELECTRA, 
an open-label, multicenter, phase 1b/2 study
Ibrahim NK, et al. Abstract 1064

BACKGROUND
> In EMERALD, elacestrant was associated with significantly prolonged PFS and a 

manageable safety profile vs SOC ET in patients with ER+, HER2–, ESR1-mutated mBC 
(after ET plus CDK4/6i)

> ELECTRA (NCT05386108) phase Ib is evaluating the safety of elacestrant plus abemaciclib 
in patients regardless of metastases site and ESR1 status. Phase II will evaluate efficacy 
and safety of the combination in patients with brain metastases, since both compounds 
cross the blood-brain barrier

OUTCOME
> CBR was 73% including 1 CR, 4 PRs, and 14 patients with SD
> The most common all-grade AEs were diarrhea (n=21, 81%; no grade 3), nausea (n=16, 

62%; no grade 3), and decreased neutrophils/neutropenia (n=13, 50%; n=10, 38% grade 3). 
No grade 4 AEs or grade 3 diarrhea were observed

EXPERT CONCLUSIONS
> “Some preliminary signal of efficacy”

CBR: 73%
• 1 CR
• 4 PR
• 14 SD



Elacestrant in various combinations in patients (pts) with estrogen receptor-positive (ER+), 
HER2-negative (HER2-) locally advanced or metastatic breast cancer (adv/mBC): Preliminary data 
from ELEVATE, a phase 1b/2, open-label, umbrella study
Rugo HS, et al. Abstract 1069

BACKGROUND
> In EMERALD, single-agent elacestrant significantly improved PFS vs SOC ET and was 

associated with manageable safety in patients with ER+, HER2–, ESR1-mutated mBC 
previously treated with ET plus CDK4/6i, leading to the first oral SERD approved

> To address other resistance mechanisms and enable oral-oral combinations, ELEVATE 
(NCT05563220) is evaluating elacestrant in combination with everolimus, alpelisib, 
ribociclib, palbociclib, or abemaciclib in ER+, HER2– mBC. No prior chemotherapy is 
allowed 

OUTCOME
> Study is ongoing (NCT05563220)
> 18 patients enrolled in the elacestrant (86-172 mg) plus ribociclib (400 mg) cohorts; 

preliminary CBR is 61% in 18 evaluable patients
> 23 patients enrolled in the elacestrant (258-345 mg) plus everolimus (5-10 mg) cohorts; 

preliminary CBR is 85% in 13 evaluable patients; 345 mg elacestrant plus 7.5 mg 
everolimus will be pursued in the next phase of the study  

> 9 patients enrolled in the elacestrant (258-345 mg) plus alpelisib (200-250 mg) cohorts
> 8 patients enrolled in the elacestrant (258-345 mg) plus palbociclib (100 mg) cohorts
> AEs for combinations evaluated are consistent with known safety profiles of all drugs 

EXPERT CONCLUSIONS
> “Elacestrant plus everolimus at the dose of 10 mg a day was not good enough. . . . Two 

patients developed grade 3 and 4 events”
> “So, small activity in the ribo combination, significant activity in the everolimus combination” 



Key Insights
New and Emerging Approaches in HR+, 
HER2– mBC



New and Emerging Approaches in HR+, HER2– Metastatic BC
First-line treatment for PIK3CA-mutated HR+, HER2– mBC
> Data from the INAVO120 trial (1003) of first-line inavolisib or placebo plus palbociclib plus fulvestrant are regarded as impressive and 

practice changing, and special mention was given to the high response rates in a group of patients with poor prognosis: “. . . In a really 
aggressive group of patients where you're worried about response, where you're worried about rapid progression, clearly substantial PFS 
benefit, clearly with an OS signal, clearly with high response rates. So, for me, that is practice changing”

> Questions raised included
– How to integrate the regimen in clinical practice for patients who have the PIK3CA mutation up front: “. . . when and if this gets FDA 

approved, where they're going to put it and who's going to get it is going to be really important. I think the label is going to be really 
important”

• One option is to use it up-front for all patients with PIK3CA mutation 
• Another option is to monitor ctDNA for first recurrence, at which point inavolisib can be added to the CDK4/6 inhibitor plus 

endocrine therapy regimen
– How prior use of CDK4/6 inhibitor would affect the data
– The study would have been more robust if patients in the control arm were allowed crossover to another PIK3CA inhibitor, as this would 

have addressed the question of whether it needs to be given up-front or can be given sequentially: “It's a great question, and no one's 
going to test the sequence. It's never going to happen”

– Cost of inavolisib in the US is a concern: “. . . how are we going to afford it? We're already paying $15,000 US per month for CDK4/6 
inhibitors”



New and Emerging Approaches in HR+, HER2– Metastatic BC
Premenopausal patients with HR+, HER2– mBC
> It was noted that a better design of the Young-PEARL study (LBA1002) would have been for both treatment arms to receive the GnRH

agonist and randomize to capecitabine or palbo plus exemestane
> A main takeaway of the study is that endocrine therapy is not inferior to chemotherapy for treating premenopausal patients, and considering it 

is better tolerated compared with chemo, could be the better option. The results, however, were not deemed novel, as other trials such as the 
RIGHT study have already demonstrated this point: “I think it reinforces the idea that that is a valid treatment for young women, no more, no less”

Second-line CDK4/6 inhibitor post-CDK4/6 progression
> Data from postMONARCH (LBA1001) of abemaciclib or placebo plus fulvestrant demonstrate that the regimen may be another option for 

patients in the second line after ribociclib or palbociclib. However, its adoption may be limited by the fact that abemaciclib is already used in 
the adjuvant setting 

> It was also noted that with the choice of targeted therapies, eg, capivasertib for AKT pathway alterations or oral SERDs for ESR1 mutations, 
the treatment will be left for patients with a wildtype genotype: “The question is, is this really any better than fulvestrant plus everolimus, for 
example?”

> Having said that, it establishes the principle that changing the endocrine therapy, for example in patients with ESR1 mutation, and continuing 
the CDK4/6 inhibitor may be of benefit for these patients. To this end, biomarker data may help determine the patients who will benefit the 
most from continuation with a CDK4/6 inhibitor beyond progression

> The large difference between the values of the investigator-assessed PFS and the BICR-assessed PFS was a surprise to the faculty, and 
they were unclear as to the reasons for it, although it was noted that these differences arise when patients have clinical progression with 
endocrine therapy, which is only demonstrated by the BICR analysis: “But it's unusual to have such a difference. In most trials, it's about 20% 
difference, but not doubling of the results”

> It was noted that in Europe, this regimen will likely not receive approval
– In Spain, it would not be reimbursed
– Germany would not require special approval for its use



New and Emerging Approaches in HR+, HER2– Metastatic BC
T-DXd in HER2-low and -ultralow HR+, HER2– mBC 
> In reference to the DESTINY-Breast06 study (LBA1000), it was remarked that despite the expectation that T-DXd will have superior median 

PFS to endocrine therapy plus targeted therapy in the second line, the preference would still be to keep endocrine-sensitive patients on 
endocrine therapy as long as possible, as it is less toxic than T-DXd: “I would try to continue at least 1 or 2 more times with endocrine 
treatment, if possible”

> T-DXd is considered the best “chemotherapy in the chemo field. . . . When we have to start with chemotherapy, I think that without any doubt, 
today T-DXd is or should be the standard of care”; and its chemo competitor was noted as capecitabine. Regardless, the sequencing 
question remains open in terms of which chemo agent, including T-DXd, will be given first. Survival data from the DESTINY-Breast06 study 
will provide answers 

– The sequencing strategy will depend on the extent of the disease, how symptomatic the patient is, and their age and performance status
– One option would be endocrine therapy followed by capecitabine followed by T-DXd: “We all have patients who have gone 2 and 3 

years on cape. I don't think we're doing them a disservice to delay giving the T-DXd until they clearly have failed that”
– The study helps decide when to make the switch from endocrine therapy to chemo for symptomatic patients whose disease progresses

rapidly: “We've been so used to giving sequential endocrine therapy that sometimes the disease can get away and the patient's 
performance status markedly declines”

– An observation was made that the activity of capecitabine decreases post-CDK4/6 inhibitors
> DESTINY-Breast15 will investigate the role of T-DXd in HER2 0 patients (HER2 IHC 0), and it is anticipated that T-DXd will still have activity

– It was noted that in nature, a HER2-null genotype has more than 10,000 receptors per cell, which would explain why T-DXd is still 
expected to have activity in HER2-null or HER2 0 patients

Oral SERDs
> The data from giredestrant plus everolimus (evERA study) and elacestrant plus everolimus are eagerly anticipated 
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A-BRAVE trial: A phase III randomized trial with avelumab in early triple-negative breast cancer 
with residual disease after neoadjuvant chemotherapy or at high risk after primary surgery and 
adjuvant chemotherapy
Conte PF, et al. Abstract LBA500

BACKGROUND
> Prognosis of patients with early TNBC is still poor; new, effective treatments are needed
> TNBC is the most immunogenic BC subtype, and this may account for sensitivity to immune 

checkpoint inhibitors 
> The A-BRAVE trial was designed to evaluate the efficacy of avelumab, an anti–PD-L1 

antibody, as adjuvant treatment for patients with early TNBC at high risk

OUTCOME
> DFS in the ITT population was 68.3% and 63.2% for avelumab and the control arm, 

respectively, at a median 4-year follow-up with HR 0.81 (P value not significant)
> OS was 84.8% and 76.3% for avelumab and the control arm, respectively, with HR 0.66

EXPERT CONCLUSIONS
> “The overall trial, a medium-sized trial with around 460 patients, but of course, a little bit 

small to give us definitive answers in subgroups”
> “This trial is negative from a primary endpoint point of view. But I think looking at the shape 

of the curves, it's very clear there is a signal here that may not have met the criteria that 
were predefined”

Avelumab Control Δ HR
(95% CI) P value

# Events 81 91

3-year 
DFS%
(95% CI)

68.3
(61.9-73.8)

63.2
(56.5-69.0) 5.1% 0.81

(0.61-1.09) .172

Disease-Free Survival, ITT 

Avelumab Control Δ HR
(95% CI) P value

# Events 46 62

3-year 
OS%
(95% CI)

84.8
(79.5-88.8)

76.3
(70.1-81.3) 8.5% 0.66

(0.45-0.97) .035

Overall Survival



Rates of pathologic complete response (pCR) after datopotamab deruxtecan (Dato) plus 
durvalumab (Durva) in the neoadjuvant setting: Results from the I-SPY2.2 trial
Shatsky RA, et al. Abstract LBA501

BACKGROUND
> I-SPY2.2 is a multicenter phase II platform sequential multiple assignment randomized trial 

(SMART) in the neoadjuvant BC setting that evaluates novel experimental regimens as 
first in a sequence (Block A) followed by standard chemo/targeted therapies (Blocks B/C) if 
indicated. pCR is the primary endpoint

> Tumor response predictive subtype incorporates expression-based immune, DNA repair 
deficiency (DRD), and luminal signatures with HR and HER2 status to subset patients into 
6 subtypes to determine block A assignments

> Subtypes S1 (HR+HER2–Immune-DRD–), S2 (HR–HER2–Immune-DRD–), S3 (HER2–
Immune+), and S4 (HER2–Immune-DRD+) were eligible for Dato plus Durva

OUTCOME
> For patients who received Dato plus Durva, modeled pCR rates were 18% and 44% for 

HR+, HER2– and HR–, HER2– mBC, respectively. True pCR rates were slightly lower
> For those who received Dato, modeled pCR rates were 8% and 26% for HR+, HER2– and 

HR–, HER2– mBC, respectively
> S3 patients saw more benefit with Dato plus Durva (modeled pCR rate 65%) than without 

Durva (modeled pCR rate 27%)
> After completion of Block A, 36 patients proceeded to surgery without completing Blocks B/C

EXPERT CONCLUSIONS
> “It's obviously in an area where immune therapy is standard anyway, for the triple-negative 

patients, less so now for the ER+ patients, but again, where we get an increasing signal of 
immune therapy. So, it's difficult for me personally to interpret how good is the benefit from 
having Dato there or Dato plus durva, but it's an interesting signal”

Response 
Predictive Subtype N pCR non-

pCR*
Modeled 

Rate (95% CI) Threshold P (>Thr)

HR+, HER2-
Immune-, DRD- 25 0 23 3%

(0%-7%) 15% .00

HR-, HER2-
Immune-, DRD- 23 2 14 13%

(3%-23%) 15% .33

HER2-, Immune+ 47 20 11 65%
(47%-83%) 40% .99

HER2-, Immune-
DRD+ 11 3 6 24%

(4%-44%) 40% .06

Receptor Subtypes N pCR non-
pCR*

Modeled 
Rate (95% CI) Threshold P (>Thr)

HR+, HER2- 42 4 29 18%
(6%-30%) 15% .68

HR-, HER2- 64 21 25 44%
(32%-56%) 40% .74



A randomized, multicenter, open-label, phase III trial comparing anthracyclines followed by taxane 
versus anthracyclines followed by taxane plus carboplatin as (neo) adjuvant therapy in patients 
with early triple-negative breast cancer: Korean Cancer Study Group BR 15-1 PEARLY trial
Sohn J, et al. Abstract LBA502

BACKGROUND
> Platinum agents can increase pCR rates when added to neoadjuvant chemotherapy for 

TNBC, but survival benefit in this setting is inconclusive
> PEARLY is a multicenter, randomized, open-label, phase III study designed to assess the 

efficacy and safety of carboplatin in combination with anthracycline-taxane therapy 
compared with standard anthracycline-taxane alone, as either neoadjuvant or adjuvant 
treatment in early-stage TNBC

OUTCOME
> 5-year EFS rates increased from 75.1% in the control arm to 82.3% with carboplatin 

addition, demonstrating a 7.2% difference (HR 0.67; 95% CI: 0.49 to 0.92; P=.012)
> Subgroup analysis showed consistent benefits across various patient categories
> Secondary endpoints such as IDFS and DRFS also favored the carboplatin arm
> OS data were immature

EXPERT CONCLUSIONS
> “I think if you look at the curves, it's probably not completely mature with the hazard ratio 

0.65, which makes sense that the benefit in EFS will translate into an OS benefit, but at this 
point in time, not significant”

> “We can only use platinum in neoadjuvant setting, but actually I wouldn't know why it 
wouldn't work in the adjuvant setting equally well”

EFS
82.3%

75.1%

OS
90.7%

87.0%



Phase II study of neoadjuvant ipilimumab and nivolumab in combination with paclitaxel following 
anthracycline-based chemotherapy in patients with treatment resistant stage III triple negative 
breast cancer (TNBC): BCT1702—Survival results
Loi S, et al. Abstract 608

BACKGROUND
> The efficacy and safety of neoadjuvant ipilimumab and nivolumab combined with paclitaxel 

following suboptimal response to anthracycline-based chemotherapy was assessed in 
patients with early-stage TNBC

> BCT1702 is a single-arm, phase II study in patients with stage 3 TNBC after 4 cycles of 
anthracycline-based chemotherapy

> Primary endpoint was pCR in breast and axilla

OUTCOME
> The pCR rate was 24.2% (95% CI: 11.09-42.26) in all evaluable, 44.4% in PD-L1+, and 

9.5% in PD-L1– patients. In patients with suboptimal response, the pCR rate was 25% 
(95% CI: 8.6-49.1)

> Patients who had a pCR had numerically better EFS (HR 3.61 [0.47-28.2]; P=.2) and OS 
(HR 2.6 [0.33-21.08]; P=.34)

> KM estimates for EFS and OS at 12 mo were 96.8% and 93.7%, at 24 mo were 84.4% and 
84.4%, and at 36 mo 61.2% and 71.9%, respectively

EXPERT CONCLUSIONS
> “The path CR data in those optimal responders with taxane without platinum are not 

impressive”
> “I feel a little bit reluctant to comment on OS data if we only have 16 patients treated there”
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Advances in Early TNBC
No practice-changing data for early TNBC were presented at ASCO 2024

Carboplatin in early TNBC
> The patients in the PEARLY trial (LBA502) with node-positive disease or tumor size ≥2 cm would now be treated with the KEYNOTE-522 

regimen, and thus the chemo regimens in the trial would likely not be chosen (anthracyclines followed by taxane vs anthracyclines followed 
by taxane plus carboplatin) as (neo)adjuvant therapy

> The data reaffirm the use of carboplatin in the neoadjuvant and, also, adjuvant setting, for BRCA-mutant and BRCA-wildtype patients
> An important question being addressed in the SCARLET trial is whether with the addition of carboplatin to immunotherapy can eliminate the 

use of anthracycline, which is more toxic in the short and long term

Avelumab in high-risk early TNBC
> “The outcome is still really poor in this trial. It's not an optimal therapy, with the event-free survival rates in the 60% range. It's a small trial . . . 

and it's negative for the primary endpoint”
> Overall, although there appears to be a signal, it is difficult to comment on the data of patients in stratum A (receiving adjuvant therapy), as 

there were only 40 patients. An additional point raised is that the trial design is not relevant to current SOC today, as most patients with high-
risk early TNBC will be treated in the neoadjuvant setting with pembrolizumab: “It's confusing, to be honest, for me, to know how to move 
forward with the data we have today”

> That said, it was noted that the data from A-BRAVE (LBA500) of adjuvant avelumab provide reassurance on using the KEYNOTE-522 
regimen of adjuvant pembro in instances where high-risk patients have not received pembro in the neoadjuvant setting

> One question raised is whether treating patients with neoadjuvant chemo, followed by adjuvant avelumab for those with no pCR and residual 
disease, would spare the use of pembro in the neoadjuvant setting. However, it was pointed out that immunotherapy after chemo is less 
active in the tumor: “Immune therapy works with an active tumor, and you need to have the active immune system. You have that best, that 
priming, when the tumor is around before surgery.” Overall, the KEYNOTE-522 regimen should remain the SOC
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Enfortumab vedotin (EV) in triple-negative breast cancer (TNBC) and HR+/HER2- breast cancer 
(BC) cohorts of EV-202
Giordano A, et al. Abstract 1005

BACKGROUND
> Enfortumab vedotin (EV) is a Nectin-4–directed ADC approved for use in urothelial cancer
> Nectin-4 is expressed in several solid tumors, including BC. EV monotherapy was 

evaluated in TNBC and HR+, HER2– BC in EV-202 (NCT04225117)

OUTCOME
> ORR was 19.0%
> Median PFS in the TNBC group was 3.5 mo; median OS was 12.9 mo
> Grade ≥3 TRAEs in >1 patient were decreased neutrophil count (n=3; 7%), decreased WBC 

count (n=2; 5%), and increased AST (n=2; 5%)

EXPERT CONCLUSIONS
> “There certainly were some good responders. No CRs, but some good responders, some 

patients with stable disease”
> “They did demonstrate activity, even though the overall response rate did not meet the 

prespecified threshold. Treatment safety was manageable and consistent with prior reports”
> “The question came up whether this agent should be studied further in metastatic triple-

negative breast cancer, possibly in less heavily pretreated patients, which might enhance its 
efficacy or diminish toxicity. I think there's enough of a signal of response to say that the 
answer to that is probably yes, to look at it further”



Sacituzumab tirumotecan (SKB264/MK-2870) in patients (pts) with previously treated locally 
recurrent or metastatic triple-negative breast cancer (TNBC): Results from the phase III 
OptiTROP-Breast01 study
Xu B, et al. Abstract 104

BACKGROUND
> Sacituzumab tirumotecan (SKB264/MK-2870) is a TROP2 ADC developed with a novel 

linker to conjugate the payload, a belotecan-derivative topoisomerase I inhibitor with a 
DAR of 7.4

> The linker permits both extracellular pH-sensitive cleavage and intracellular enzymatic 
cleavage to release the membrane-permeable payload, enabling the “bystander effect”

> Results from the phase III study of sacituzumab tirumotecan in patients with advanced 
TNBC (OptiTROP-Breast01, NCT05347134) were reported

OUTCOME
> Median PFS assessed by BICR was 5.7 mo with SKB264 and 2.4 mo with chemotherapy; 

PFS at 6 mo was 43.4% vs 11.1%
> At median follow-up of 10.4 mo, the median OS was not reached with SKB264 and 9.4 

mo with chemotherapy
> ORR by BICR was 43.8% with SKB264 and 12.8% with chemotherapy
> Most common grade ≥3 TRAEs (SKB264 vs chemotherapy) were neutrophil count 

decreased, anemia, and WBC decreased

EXPERT CONCLUSIONS
> “ST is more active than single-agent chemotherapy in previously treated triple-negative 

breast cancer, and has pretty similar toxicity seen with other TROP2-targeted and Topo1-
based ADCs”

> “The real question is, how does this drug compare to sacituzumab govitecan in terms of 
activity or tolerance?”



Sequential combination of sacituzumab govitecan and talazoparib in metastatic triple negative 
breast cancer (mTNBC): Results from a phase II study
Occhiogrosso Abelman R, et al. Abstract 1102

BACKGROUND
> Sacituzumab govitecan (SG) has demonstrated improvement in OS for patients with 

mTNBC, and preclinical data suggest that SG synergizes with PARP inhibitors to induce 
DNA damage and cell death

> The phase Ib study demonstrated intolerable myelosuppression with simultaneous dosing, 
which was improved with sequential administration of SG and the PARPi talazoparib

> Clinical outcomes from phase II dose-expansion cohort (NCT04039230) were reported

OUTCOME
> Median PFS was 6.2 mo (95% CI: 3.7-12.8), and median OS was 18.0 mo (95% CI: 

10.7-NE)
> Confirmed ORR was 30.1% (95% CI: 14-52) and the CBR at 6 mo was 53.8% (95% CI: 

33-73)
> The most common TRAEs were anemia (92.3%), neutropenia (88.5%), nausea (84.6%), 

fatigue (80.7%), and thrombocytopenia (65.3%). One or more dose reductions were 
required in 58.0% of patients

EXPERT CONCLUSIONS
> “You can give this combination together. It does have activity; whether it actually 

rescues or reverses resistance to the sacituzumab govitecan, it's hard to say”
> “The authors suggested a randomized trial, but another option could be to do a smaller 

study administering the combination to a cohort of patients progressing on single 
agents, sacituzumab govitecan, to see if this can reverse that resistance”



Ipatasertib (IPA) combined with non-taxane chemotherapy (CT) for patients (pts) with previously 
treated advanced triple-negative breast cancer (aTNBC): The PATHFINDER phase IIa trial
Gion M, et al. Abstract 1098

BACKGROUND
> New therapies are urgently needed for aTNBC
> The PI3K/AKT/mTOR pathway and its link to chemoresistance warrant further investigation 

in pretreated patients with TNBC. The pan-AKT inhibitor IPA, alone or combined, has shown 
promise for treating advanced solid tumors 

> This study assessed the toxicity and efficacy of IPA with non-taxane CT in patients with aTNBC

OUTCOME
> All patients discontinued treatment, mainly due to either disease progression (74.1%) or AEs
> Incidence of treatment-related (1) any-grade TEAEs was 81.8% and 88% and (2) SAEs was 

4.5% and 20% for arms A (capecitabine) and B (eribulin), respectively
> Median PFS was 2.7 (95% CI: 1.5-4.1) and 3.8 (95% CI: 1.5-9.6) mo; median OS was 15.5 

(95% CI: 11.8-19.2) and 11.5 (95% CI: 8.8-25.1) mo; and ORR was 9.1% and 36% for arms 
A and B, respectively

EXPERT CONCLUSIONS
> “IPA was reasonably well tolerated in combination with cape and eribulin and demonstrated 

activity in pretreated mTNBC”
> “The mutation status of patients treated on arms A and B is being assessed to see if it 

correlates with response or progression, which may determine if further exploration of any 
of these combinations is warranted”
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Advances in mTNBC
No practice-changing data for mTNBC were presented at ASCO 2024

Nectin-4 ADC (enfortumab vedotin)
> Data from the EV-202 study of enfortumab vedotin (1005) warrant further investigation of the ADC in this setting

TROP2 ADCs 
Sacituzumab govitecan 
> The efficacy of sequential use of sacituzumab govitecan followed by the PARP inhibitor talazoparib (1102) remains unclear as a strategy in 

mTNBC: “We had randomized data at San Antonio looking at that in BRCA-unselected patients, and it didn't work, as opposed to ovarian 
cancer, where it does work”

Sacituzumab tirumotecan 
> The role of sacituzumab tirumotecan in mTNBC (OptiTROP-Breast01 study [104]) was questioned: “I'm not sure why that would be worth 

looking at when we have sacituzumab govitecan, although Lord knows sacituzumab govitecan is far from a perfect drug”

AKT inhibitor (ipatasertib)
> Data from the PAKT trial of capivasertib or placebo plus paclitaxel, or the PATHFINDER trial of ipatasertib plus nontaxane chemo (1098) are 

considered intriguing, although they are relatively small trials and further data are needed. The CAPItello 290 study of capivasertib or placebo 
plus paclitaxel is larger and OS will be measured; it will shed more light on the role of AKT inhibitors in the mTNBC setting

Neratinib in HER2-mutated mTNBC 
> On the basis of data from the SUMMIT trial (1094), experts in the US agreed they will use neratinib for patients with HER2-mutated disease
> With regard to the trial, it was noted that it is important to know if the allele frequency was identified in circulating free DNA, as this would 

indicate whether the HER2 mutation is early or late in clonal development
> An important consideration is how the data would look for patients with HER2-low TNBC who have received prior treatment with a HER2-

directed ADC
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