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Beast cancer-specific discussions 
on latest research updates, 

therapeutic advances, and their 
application in clinical decision-

making were led by Adam Brufsky, 
MD, PhD, from the University of 
Pittsburgh School of Medicine 

The panel consisted of 7 key 
experts in breast cancer

• 5 from the US
• 2 from Europe

Insights report 
including postmeeting 

analyses and actionable 
recommendations

A closed-door roundtable 
discussion focused on 

updates from ASCO 2025 
was held virtually on June 

10, 2025
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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+ Breast Cancer Sara Tolaney, MD, MPH

11.20 AM – 11.40 AM/ 
17.20 – 17.40 Discussion: New and Emerging Treatments in HER2+ mBC Adam Brufsky, MD, PhD

11.40 AM – 11.45 AM/ 
17.40 – 17.45 Key Takeaways: HER2+ Metastatic Breast Cancer All

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

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

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

12.25 PM – 12.30 PM/ 
18.25 – 18.30 Break

12.30 PM – 12.40 PM/ 
18.30 – 18.40 New and Emerging Approaches in HR+, HER2– mBC Javier Cortés, MD, PhD



Meeting Agenda (2/2)
Time (ET/CEST) Topic Speaker/Moderator
12.40 PM – 12.45 PM/ 
18.40 – 18.45 Questions and Clarifications Adam Brufsky, MD, PhD

12.45 PM – 12.55 PM/ 
18.45 – 18.55 New and Emerging Approaches in HR+, HER2– mBC (cont.) Mark Pegram, MD

12.55 PM – 1.10 PM/ 
18.55 – 19.10 Discussion: HR+, HER2– mBC Adam Brufsky, MD, PhD

1.10 PM – 1.15 PM/ 
19.10 – 19.15 Key Takeaways: HR+, HER2– mBC All

1.15 PM – 1.25 PM/ 
19.15 – 19.25 Advances in Early Triple-Negative Breast Cancer (TNBC) Joyce O’Shaughnessy, MD

1.25 PM – 1.35 PM/ 
19.25 – 19.35 Discussion: Advances in Early TNBC Adam Brufsky, MD, PhD

1.35 PM – 1.45 PM/ 
19.35 – 19.45 Advances in Metastatic TNBC (mTNBC) Hope Rugo, MD, FASCO

1.45 PM – 1.55 PM/ 
19.45 – 19.55 Discussion: Advances in mTNBC Adam Brufsky, MD, PhD

1.55 PM – 2.00 PM/ 
19.55 – 20.00 Key Takeaways: Advances in Early and mTNBC All

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



New and Emerging 
Treatments in HER2+ 
Breast Cancer
Conference Highlights Presented by 
Sara Tolaney, MD, MPH



Abstract Selection – HER2+ mBC (1/2)

Abstract Phase
Abstract LBA1008: Trastuzumab deruxtecan (T-DXd) + pertuzumab (P) vs taxane + trastuzumab + pertuzumab 
(THP) for first-line (1L) treatment of patients (pts) with human epidermal growth factor receptor 2–positive (HER2+) 
advanced/metastatic breast cancer (a/mBC): Interim results from DESTINY-Breast09. (Tolaney SM, et al)

Abstract 1016: Phase IB and II study of ribociclib with trastuzumab plus endocrine therapy in HR+/HER2+ 
advanced breast cancer patients: Korean Cancer Study Group BR 18-2 MINI trial. (Sohn J, et al)

Abstract 1052: Circulating tumor DNA (ctDNA)-based minimal residual disease (MRD) measured by Guardant 
Reveal in patients (pts) with HER2-positive (HER2+) metastatic breast cancer (mBC) with long-term disease 
control on first-line trastuzumab-pertuzumab. (Llombart-Cussac A, et al)

Observational

Abstract 1015: Treatment rechallenge after trastuzumab-deruxtecan–related interstitial lung disease: A multi-
institution cohort study. (Rugo HS, et al) Retrospective

Abstract 1048: Genomic alterations (GAs) associated with durability of benefit from trastuzumab deruxtecan (T-
DXd), trastuzumab emtansine (T-DM1) and sacituzumab govitecan (SG) in metastatic breast cancer (MBC). 
(O’Meara T, et al)

Retrospective

Phase III

Phase II



Abstract Selection – HER2+ mBC (2/2)

Abstract Phase

Abstract 1040: Molecular and clinical insights of trastuzumab deruxtecan efficacy in advanced breast cancer 
(aBC). (Farhat EB, et al) Retrospective

Abstract 1045: Effect of ERBB2 activating mutations on enhanced internalization and activity of trastuzumab 
deruxtecan in HER2-non-amplified metastatic breast cancer. (Mai N, et al) Retrospective

Abstract LBA500: De-escalated neoadjuvant taxane plus trastuzumab and pertuzumab with or without 
carboplatin in HER2-positive early breast cancer (neoCARHP): A multicentre, open-label, randomised, phase 3 
trial. (Gao HF, et al)

Abstract 1021: Phase II study of trastuzumab-pkrb plus gedatolisib in patients with HER2-positive metastatic 
breast cancer who progressed after 2 or more HER2-directed chemotherapies (KM-10A/KCSG BR18-13). 
(Park KH, et al)

Phase III

Phase II



T-DXd plus pertuzumab vs taxane-trastuzumab-pertuzumab (THP) for first-line 
treatment of HER2+ a/mBC: Interim results from DESTINY-Breast09
Tolaney et al. ASCO 2025. Abstract LBA1008

Study Design and Patients
w 1,157 pts with HR+ a/mBC previously untreated for 

metastatic disease
w Pts were randomized to first-line therapy with THP, T-

DXd alone, or T-DXd plus pertuzumab
w The T-DXd alone analysis did not meet stringent 

criteria for significance at this time, and will not be 
reported until the final analysis

Outcomes
w Combination of T-DXd plus pertuzumab was superior to 

THP
w PFS: median 40.7 vs 26.9 mo; HR 0.56; P <.00001

w 24-mo PFS: 70.1% vs 52.1%
w PFS2: median not reached vs 36.5 mo; HR 0.60; P 

= .00038
w  OS is immature but trend favors the T-DXd plus 

pertuzumab arm
w HR 0.84 (95% CI: 0.59–1.19)

Author Conclusions
w T-DXd plus P demonstrated a statistically significant and 

clinically meaningful improvement in PFS vs THP that 
was consistently observed across all subgroups and 
may represent a new first-line SOC in HER2+ a/mBC

w No new safety signals were identified
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w Combination of T-DXd plus pertuzumab was superior to 

THP
w PFS: median 40.7 vs 26.9 mo; HR 0.56; P <.00001

w 24-mo PFS: 70.1% vs 52.1%
w PFS2: median not reached vs 36.5 mo; HR 0.60; P 

= .00038
w  OS is immature but trend favors the T-DXd plus 

pertuzumab arm
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Author Conclusions
w T-DXd plus P demonstrated a statistically significant and 

clinically meaningful improvement in PFS vs THP that 
was consistently observed across all subgroups and 
may represent a new first-line SOC in HER2+ a/mBC

w No new safety signals were identified

Expert’s Insights 
“It's clear that T-DXd and pertuzumab works very well. It's doubling progression-free survival. We also 
know that we're treating patients with T-DXd until development of progressive disease, which is different 
than the approach of using cytotoxic therapy with the CLEOPATRA regimen. So, some have wondered 
how would T-DXd have done if it had been given as an induction strategy.”
– Dr Tolaney



Phase IB/II study of ribociclib with trastuzumab plus ET in HR+, HER2+ 
advanced BC: Korean Cancer Study Group BR 18-2 MINI trial
Sohn et al. ASCO 2025. Abstract 1016

Study Design and Patients
w 90 pts with HR+, HER2+ advanced BC with no prior 

systemic therapy for metastatic disease
w 58.9% recurrent disease; 66.7% visceral disease

w Pts received letrozole plus trastuzumab plus ribociclib

Outcomes
w ORR: 61% (3 CRs, 41 PRs)
w mPFS: 30.4 mo
w Common TRAEs included neutropenia (66.7%), 

pruritus (24.4%), and nausea (22.2%) 
w 1 death reported (aortic aneurysm)

Author Conclusions
w Ribociclib, trastuzumab, and letrozole as first-line therapy 

in HR+, HER2+ advanced BC demonstrated median PFS 
of 30.4 mo with a manageable safety profile, supporting 
its potential as a chemotherapy-free option
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w Pts received letrozole plus trastuzumab plus ribociclib
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w ORR: 61% (3 CRs, 41 PRs)
w mPFS: 30.4 mo
w Common TRAEs included neutropenia (66.7%), 

pruritus (24.4%), and nausea (22.2%) 
w 1 death reported (aortic aneurysm)

Author Conclusions
w Ribociclib, trastuzumab, and letrozole as first-line therapy 

in HR+, HER2+ advanced BC demonstrated median PFS 
of 30.4 mo with a manageable safety profile, supporting 
its potential as a chemotherapy-free option

Expert’s Insights 
“Pretty impressive when you're not even using any chemotherapy and you see this response rate of 
around 60%. So, I think it's really intriguing. I think the challenge is we don't know who's going to have a 
really good response on endocrine therapy plus CDK up-front. I think it's clearly a strategy that does work 
very well in some patients. Obviously, it's not quite achieving what we've seen with PATINA or with DB09. 
But again, I think in select patients, this could be a strategy. I just wish we had a biomarker to help us 
select appropriate treatment up-front for patients.”
– Dr Tolaney



ctDNA-based MRD measured by Guardant Reveal in HER2+ mBC with long-term 
disease control on first-line trastuzumab-pertuzumab
Llombart-Cussac et al. ASCO 2025. Abstract 1052

Study Design and Patients
w 40 pts with HER2+ mBC on first-line treatment with HP 

maintenance for minimum 4 yr
w 11 pts with confirmed disease progression on 

anti-HER2 therapy for mBC were included as 
case controls

w Plasma samples were analyzed using Guardant 
Reveal 
w 2 ctDNA tests were performed on each patient 

within a 6- to 12-wk interval

Outcomes
w 90% of long-term responders were ctDNA–, but 10% 

had detectable ctDNA
w 91% of pts with progressive disease were ctDNA+
w There was perfect agreement between the 2 tests

Author Conclusions
w The study demonstrated clinically significant performance 

of a tissue-free MRD test, Guardant Reveal, as a potential 
noninvasive monitoring tool to guide de-escalation 
strategies in pts with HER2+ mBC with long-term 
remissions on HP treatment
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Author Conclusions
w The study demonstrated clinically significant performance 

of a tissue-free MRD test, Guardant Reveal, as a potential 
noninvasive monitoring tool to guide de-escalation 
strategies in pts with HER2+ mBC with long-term 
remissions on HP treatment

Expert’s Insights 
“I think this will be really interesting. We're really trying to understand when you can stop treatment. . . . I 
think we'll learn more about how predictable ctDNA is and whether it could be a tool to help us figure out 
who may do well without further treatment.”
– Dr Tolaney



Treatment rechallenge after T-DXd–related interstitial lung disease: A multi-
institution cohort study
Rugo et al. ASCO 2025. Abstract 1015

Study Design and Patients
w 143 out of 1,476 pts who developed ILD (9.7%) while being 

treated with T-DXd 
w ILD was G1 in 59 pts, who were eligible for rechallenge with 

T-DXd

Outcomes
w Radiographic ILD improvement was seen at median 29 d for 

pts treated with steroids vs 82 d without (P <.001)
w 44 pts (~75%) with G1 ILD underwent rechallenge

w 12 pts (27%) had ILD recurrence
w 3 pts underwent rechallenge again without 

recurrent ILD
w Despite guidelines to the contrary, 19 pts with G2 ILD had 

rechallenge
w 3 pts (16%) developed recurrent ILD

w After rechallenge, pts remained on T-DXd for a median 215 d
w Median time to recurrent ILD was 211 d (IQR 72–295) 
w There were no cases of G5 ILD after rechallenge 

Author Conclusions
w In this multicenter study, high rechallenge rates were 

seen after G1 ILD, with long duration of clinical benefit
w Pts treated with steroids had faster radiographic ILD 

improvement, highlighting the importance of early 
steroid use

w Among pts undergoing rechallenge after G1 ILD, 
recurrent ILD rates were low, with the majority G1 and 
no G5 events
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Author Conclusions
w In this multicenter study, high rechallenge rates were 

seen after G1 ILD, with long duration of clinical benefit
w Pts treated with steroids had faster radiographic ILD 

improvement, highlighting the importance of early 
steroid use

w Among pts undergoing rechallenge after G1 ILD, 
recurrent ILD rates were low, with the majority G1 and 
no G5 events

Expert’s Insights 
“To me, it was helpful to know we can rechallenge patients, that using steroids in the setting of grade 1 ILD 
makes it speed up radiographic recovery, and that most patients do okay with rechallenge, and again, 
you're not seeing deaths. I think that's very reassuring.”
– Dr Tolaney



Genomic alterations associated with durability of benefit from T-DXd, 
T-DM1, and SG in mBC
O’Meara et al. ASCO 2025. Abstract 1048

Study Design and Patients
w 1,177 pts with mBC with FoundationOne CDx or Liquid CDx 

results who received treatment with T-DXd or T-DM1
w Clinical data were derived from the Flatiron Health-

Foundation Medicine mBC clinicogenomic database
w Time to next treatment (TTNT) was compared between 

pts with or without ERBB2 amplification (ERBB2amp)
w Only T-DXd and T-DM1 data were presented

Outcomes
w HER2+ mBC with ERBB2amp (n = 54) had more favorable 

TTNT on T-DXd vs nonamplified HER2+ (n = 30; 22.5 vs 6.4 
mo; HR 0.10; P <.0001)

w HER2-low mBC with ERBB2amp (n = 6) had more favorable 
TTNT on T-DXd vs nonamplified HER2-low (n = 263; NR vs 
7.4 mo; HR 0.22; P = .035)

w HER2+ mBC with ERBB2amp (n = 102) had more favorable 
TTNT on T-DM1 vs nonamplified HER2+ (n = 45; 8.3 vs 2.6 
mo; HR 0.50; P <.001)

Author Conclusions
w ERBB2amp by CGP carried additional predictive 

value to IHC/FISH HER2 status in both HER2+ and 
HER2-low mBC treated with T-DXd and HER2+ 
mBC treated with T-DM1
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mo; HR 0.10; P <.0001)

w HER2-low mBC with ERBB2amp (n = 6) had more favorable 
TTNT on T-DXd vs nonamplified HER2-low (n = 263; NR vs 
7.4 mo; HR 0.22; P = .035)

w HER2+ mBC with ERBB2amp (n = 102) had more favorable 
TTNT on T-DM1 vs nonamplified HER2+ (n = 45; 8.3 vs 2.6 
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w ERBB2amp by CGP carried additional predictive 

value to IHC/FISH HER2 status in both HER2+ and 
HER2-low mBC treated with T-DXd and HER2+ 
mBC treated with T-DM1

Expert’s Insights 
“I think this is suggesting that even in the setting of someone who's HER2 positive, having that 
amplification is driving longer duration benefit. I think not surprising, but really nice to see these data.”
– Dr Tolaney



Effect of ERBB2 activating mutations on enhanced internalization and activity 
of T-DXd in HER2–non-amplified mBC
Mai et al. ASCO 2025. Abstract 1045

Study Design and Patients
w 278 pts who received T-DXd for HER2 nonamplified 

mBC at MSKCC
w 23 (8.2%) of pts were found to have ERBB2 

mutations

Outcomes
w ERBB2 activating mutations were significantly 

associated with prolonged PFS with T-DXd
w Median 6.28 mo in the WT population vs 10.58 

mo with an ERBB2 mutation (HR 0.55; P = .04)
w mPFS with T-DXd also corresponded closely with 

HER2 IHC status on the biopsy closest to the start of 
T-DXd

w In a cell-based assay, internalization of T-DXd was 
increased with mutated HER2 receptors compared 
with WT receptors
w However, mutation did not correlate with 

increased HER2 expression

Author Conclusions
w ERBB2 activating mutations are associated with longer T-

DXd PFS in HER2-nonamplified mBC, even when HER2 
IHC was 0, likely due to enhanced ADC internalization

w The data imply that ERBB2-mutant breast cancers may 
be uniquely sensitive to T-DXd, independent of HER2 
expression levels 
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Expert’s Insights 
“Patients who had a HER2 mutation, while being HER2-low, did much better with T-DXd than patients 
without mutation, which was interesting. There was no difference in level of IHC expression between 
HER2-mutant and -nonmutant patients, suggesting this was not driven by degree of HER2 expression . . . 
and the more strongly IHC-positive on the closest sample that you had by biopsy suggests longer benefit.  
This is in line with what we saw in DB-06, that IHC status probably does matter even in the setting of 
HER2-low, that longer PFS is seen as your IHC expression increases.”
– Dr Tolaney



Molecular and clinical insights of T-DXd efficacy in advanced breast cancer (aBC)
Farhat et al. ASCO 2025. Abstract 1040

Study Design and Patients
w 477 pts with aBC (DFCI = 369; Yale = 108) treated with T-

DXd
w HER2 IHC discordance was defined as a shift in HER2 

status across the last 2 tumor samples prior to T-DXd 
(HER2 0 to 1, 2, or 3+ or vice versa)

Outcomes
w Pts with discordant HER2 IHC results (n = 118; 25%) 

showed similar outcomes to those with concordant HER2-0 
(n = 32) expression, both of which had significantly worse 
OS and TTNT compared with concordant HER2-low (both 
1 or 2+; n = 202) or HER2 3+ (n = 111) tumors

w PTEN mutations (n = 13) were associated with significantly 
shorter TTNT

w ERBB2 amplifications or gains (n = 31) correlated with 
improved outcomes

w CDK12 deletions or loss (n = 14) were linked to poorer TTNT
w Tumors with inflamed TME had the worst outcomes

Author Conclusions
w Favorable biomarkers of T-DXd efficacy in advanced 

BC include concordant HER2-low or HER2 3+ status, 
absence of PTEN mutation, and an altered or desert 
TME

w These findings require validation to refine treatment 
strategies across HER2-driven malignancies



Phase II study of trastuzumab-pkrb plus gedatolisib in HER2+ mBC after 2 or 
more HER2-directed chemotherapies (KM-10A/KCSG BR18-13)
Park et al. ASCO 2025. Abstract 1021

Study Design and Patients
w 44 pts with HER2+ mBC with PI3K/AKT pathway 

mutation progressing after ≥2 HER2-directed regimens
w 50% of pts had received ≥4 prior treatments

w Pts were treated with trastuzumab plus gedatolisib

Outcomes
w ORR: 43% (2 CRs, 17 PRs)
w CBR: 86%
w mPFS: 6.0 mo
w mOS: 24.7 mo
w The most frequent TRAEs (any grade) were

w Mucositis (91%)
w Nausea (41%)
w Skin reaction (39%)
w Hyperglycemia (25%)

Author Conclusions
w In this phase II study, the combination of trastuzumab-

pkrb and gedatolisib demonstrated a 43.2% response rate 
with manageable toxicity in pts with HER2+ mBC and 
PIK3CA mutations 
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Author Conclusions
w In this phase II study, the combination of trastuzumab-

pkrb and gedatolisib demonstrated a 43.2% response rate 
with manageable toxicity in pts with HER2+ mBC and 
PIK3CA mutations 

Expert’s Insights 
“The response rate was actually 43%, I think very robust in a heavily pretreated group of HER2-positive 
patients, and the progression-free survival was around 6 months. So, I think very much in line with what we 
would see with drugs like T-DM1 and things like that in the metastatic setting. So, I thought these data 
looked really good, and I hope one day we will get PI3K inhibitors for metastatic HER2-positive disease.  
Obviously, the toxicities that were associated with gedatolisib are the known side effects like stomatitis 
being quite common, and nausea and some mild hyperglycemia.”
– Dr Tolaney



De-escalated neoadjuvant THP with or without carboplatin in HER2+ eBC: 
neoCARHP phase III trial
Gao et al. ASCO 2025. Abstract LBA500

Study Design and Patients
w 774 pts with stage II/III HR+, HER2– eBC

w 74% of pts were classified as stage II
w Pts were randomized to 6 cycles (18 wk) of 

neoadjuvant therapy with THP ± carboplatin (all 
taxanes given Q3W)

Outcomes
w Overall pCR rate was 66% with TCHP vs 64% 

with THP
w Increased G3/4 AEs in TCHP arm: neutropenia 

(16.4% vs 6.8%), febrile neutropenia (2.6% vs 
1.3%), thrombocytopenia (4.2% vs 0.3%), 
anemia (6.6% vs 2.1%)

w Higher all-grade nausea, vomiting, increased 
creatinine

Author Conclusions
w THP provided noninferior pCR rates and improved tolerability 

compared with TCHP. Omitting carboplatin could be an 
efficacious de-escalated neoadjuvant strategy in the presence of 
dual HER2 blockade for pts with HER2+ eBC
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Outcomes
w Overall pCR rate was 66% with TCHP vs 64% 

with THP
w Increased G3/4 AEs in TCHP arm: neutropenia 

(16.4% vs 6.8%), febrile neutropenia (2.6% vs 
1.3%), thrombocytopenia (4.2% vs 0.3%), 
anemia (6.6% vs 2.1%)

w Higher all-grade nausea, vomiting, increased 
creatinine

Author Conclusions
w THP provided noninferior pCR rates and improved tolerability 

compared with TCHP. Omitting carboplatin could be an 
efficacious de-escalated neoadjuvant strategy in the presence of 
dual HER2 blockade for pts with HER2+ eBC

Expert’s Insights 
“This [pCR rate] was certainly much higher than we saw in CompassHER2 pCR with 12 weeks of THP. So, 
it does make me think that platinum isn't really adding much, but this longer-duration taxane is kind of 
driving the pCR rates a little higher than we've traditionally seen with 12 weeks of taxane therapy. . . . But I 
do worry about neurotoxicity issues with weekly taxane for 18 weeks. I think it would be very challenging. 
So, I think that is going to be a limitation of applying these data more widely.”
– Dr Tolaney



New and Emerging 
Treatments in HER2+ 
Breast Cancer
Discussion



Experts Discussed the Anticipated Impact of DESTINY-
Breast09 on First-Line Treatment of HER2+ mBC (1/2) 
DESTINY-Breast09: T-DXd plus P is likely to obtain regulatory approval, and 
clinical practice will change 
The combination of T-DXd and pertuzumab significantly improved PFS vs first-line 
treatment with standard THP; curves separated early, with differences already seen at 
the 6-month PFS landmark (93% vs 87.8%)
w Experts expect T-DXd plus P will be widely adopted as a first-line regimen if it gains 

regulatory approval
w Although there are questions about how the low rate of crossover to T-DXd second 

line (due to global access) impacts the data, experts agreed there is no situation in 
oncology in which the best regimen is not used first
w There is no doubt that this regimen can save some patients with rapid 

progression, and may also increase the subset of patients who are cured
w Experts noted that some patients do not even make it to second-line therapy

w Another caveat is that data from the ongoing studies of T-DXd in the early-stage 
setting are expected later this year, and if positive, that may shift use of T-DXd 
even earlier

w Experts are very interested in seeing data on brain metastasis-free survival when they 
become available, noting this could be another factor in deciding when to use T-DXd

Dr Tolaney:
This crossover rate will rise, and we will 
eventually report it with any receipt of 
T-DXd in any line of therapy, but it won't 
be 100% crossover. And so I don't think 
we'll officially be able to address that 
question [of whether giving T-DXd 
second line is equivalent] fully. But I 
guess my answer is, I get nervous 
relying on waiting for second-line 
therapy if there is potential attrition. So 
I typically will use the more efficacious 
therapy first line. 

“
“



Experts Discussed the Anticipated Impact of DESTINY-
Breast09 on First-Line Treatment of HER2+ mBC (2/2) 
DESTINY-Breast09
Experts are very interested in exploring maintenance strategies, noting concerns 
about QOL and development of resistance when using T-DXd for an indefinite 
duration
w They expect additional clarity upon the maturation of data from the ongoing DEMETHER 

study investigating induction therapy with 6 cycles of T-DXd followed by trastuzumab-
pertuzumab-hyaluronidase maintenance

Dr Cortés:
I think that induction followed by an 
optimized strategy afterwards is, in my 
opinion, the way to move forward.

“ “
Dr Rugo:
I don't think we want to be continuing T-DXd forever. Not only does it create 
toxicity for patients, thankfully not permanent like neuropathy for most patients, 
but I think the QOL issue is a really big one, and we may generate resistance 
that we don't want to see as well. So, I think we'll be using this combination in 
the United States certainly in the first-line setting, but I think we're all going to 
be speaking with our feet with a maintenance approach and that we really need 
to promote studies that can adequately answer this question. 

“

“



Experts Discussed Clinical Experience Treating Patients Who 
Develop ILD on T-DXd
ILD management: Steroid treatment and T-DXd rechallenge is likely to 
increase
A multi-institutional real-world cohort study showed that rechallenge in patients who 
develop grade 1 ILD on T-DXd is feasible after they recover by imaging; only 27% 
developed recurrent ILD at a median 211 days. Patients were able to stay on T-DXd 
and benefit for a median 215 days
w Experts found these data reassuring, noting they are consistent with a pooled analysis 

of 9 clinical trials of T-DXd that evaluated patients who developed ILD and underwent 
rechallenge 

w Experts recommend using steroids to speed up recovery from ILD, but noted that PJP 
prophylaxis should be used for patients who are on steroids for more than 2 weeks

w Experts believe there might be a genetic component that increases susceptibility to 
developing ILD, particularly more severe ILD
w A study presented at ASCO identified some single nucleotide polymorphisms and 

germline variants that appear to be predictive of ILD development in T-DXd, and 
experts advocated for these to be further investigated in the DESTINY studies

Dr Rugo:
I think this should be a standard of 
care. We should be rechallenging using 
steroids. We showed how my already 
bias resulted in markedly faster 
recovery. Also, the patients who were 
rechallenged were more likely to have 
received steroids, which I think is really 
great. We have an effective drug. We 
want to be able to rechallenge. But I 
think that this data should make us 
really comfortable, also, as we move 
the drug into the early-stage setting, 
certainly in HER2-positive disease, that 
we can rechallenge these patients 
safely.

“
“



Experts Discussed Other Investigational Regimens for the 
Treatment of HER2+ BC
PI3K/AKT pathway-mutated HER2+ mBC
The phase II study of trastuzumab plus gedatolisib in previously treated HER2+ mBC 
with PI3K pathway alterations showed a robust ORR of 43% and mPFS of 6.0 months
w Experts found these data very encouraging in a pretreated patient population, and they 

look forward to results from other ongoing trials investigating PI3K/AKT inhibitors 
combined with HER2-targeted agents

neoCARHP: Carboplatin use in stage II HER2+ BC might decrease
The phase III neoCARHP study showed that adding carboplatin to neoadjuvant THP 
does not increase pCR rates in patients with stage II/III HER2+ breast cancer
w Some experts will consider discontinuing the use of carboplatin in patients with stage II 

disease, but they are hesitant to do so in those with stage III, noting these patients were 
only 20% of the study population

Dr Cortés:
I think that exploring this [PI3K] 
pathway makes a lot of sense. I was 
not surprised with the great data, 
because I think it's something clearly 
interesting to be explored. We have 
ongoing clinical trials that I'm pretty 
sure will be positive. So, a nice path to 
be explored, in my opinion, also in the 
HER2-positive field.

“
“



Experts Considered Whether MRD Assays Could Be Used to 
Stop HER2-Targeted Therapy in Long-Term Nonprogressors
MRD assessment for mBC will not change practice in general, but might be 
of use for patients with long-term response on maintenance therapy
A study of patients who experienced long-term disease control on first-line 
trastuzumab-pertuzumab (>4 years), using the Guardant Reveal assay found that 
while 90% of these patients were ctDNA–, 10% still had detectable ctDNA; in contrast, 
90% of patients with active disease were ctDNA+
w Experts found these data very interesting but are not yet ready to use ctDNA to guide 

treatment discontinuation decisions in the metastatic setting
w Experts questioned whether current tumor-agnostic MRD assays are sensitive 

enough to trust in this setting
w However, some would consider using ctDNA, particularly a tissue-informed assay, as 

part of the discussion with patients with long-term response who are already considering 
discontinuing treatment

Dr Tolaney:
We saw the data from the Guardant 
assay. I don't think it's precise enough 
to guide you, right? There's still people 
who are positive who are out many 
years. It's small, it's 10%, but I think not 
enough to trust. So, I guess I'm not 
quite ready to adopt using like a 
Guardant assay to tell someone to stop 
or not. 

“
“



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

Conference Highlights Presented by 
Nadia Harbeck, MD, PhD



Abstract Selection – HR+, HER2– Early Breast Cancer

Abstract Phase

Abstract 516: Efficacy and safety of ribociclib (RIB) + nonsteroidal aromatase inhibitor (NSAI) in NATALEE: 
Analysis across menopausal status and age. (Kalinsky K, et al)

Abstract 517: The TRADE study: A phase 2 trial to assess the tolerability of abemaciclib dose escalation in 
early-stage HR+/HER2- breast cancer. (Mayer EL, et al)

Abstract 1010: Circulating tumor (ct)DNA monitoring of ER+/HER2- high-risk breast cancer during adjuvant 
endocrine therapy. (Pusztai L, et al)

Abstract 505: 15-year outcomes for women with premenopausal hormone receptor-positive early breast cancer 
(BC) in the SOFT and TEXT trials assessing benefits from adjuvant exemestane (E) + ovarian function 
suppression (OFS) or tamoxifen (T)+OFS. (Francis PA, et al)

Abstract 508: Efficacy and safety of elinzanetant for vasomotor symptoms associated with adjuvant endocrine 
therapy: Phase 3 OASIS 4 trial. (Cardoso F, et al) Phase III

Phase III

Phase III

Phase II

Phase II



Efficacy and safety of ribociclib (RIB) + nonsteroidal aromatase inhibitor (NSAI) 
in NATALEE: Analysis across menopausal status and age
Kalinsky et al. ASCO 2025. Abstract 516

Study Design and Patients
w 5,101 pts with stage II/III HR+, HER2– eBC; node positive or 

node negative with high-risk features
w 2,238 pts were premenopausal

w Pts were randomized to adjuvant ET ± RIB for 3 yr

Outcomes
w Efficacy was similar in pts regardless of menopausal status or 

age
w iDFS benefit in premenopausal pts: Δ5.3% overall

w Δ6.3% in <40 yr
w Δ5.0% in ≥40 yr

w Discontinuation of RIB was more frequent in postmenopausal 
pts (23%) compared with premenopausal pts (16%)

w Discontinuation without dose reduction occurred more 
frequently in older premenopausal pts (79%) compared with 
premenopausal pts <40 yr (52%)

w Time to decrease of Global Health Status (TTD of GHS) QOL 
data were similar between treatment groups (figures)

Author Conclusions
w RIB plus NSAI provides treatment benefit to a 

broad range of pts with stage II/III HR+, HER2– 
eBC across menopausal status and age. In 
younger premenopausal pts, who typically have 
more aggressive disease characteristics, treatment 
favored RIB plus NSAI, and these pts were least 
likely to discontinue RIB due to AEs



Efficacy and safety of ribociclib (RIB) + nonsteroidal aromatase inhibitor (NSAI) 
in NATALEE: Analysis across menopausal status and age
Kalinsky et al. ASCO 2025. Abstract 516

Study Design and Patients
w 5,101 pts with stage II/III HR+, HER2– eBC; node positive or 

node negative with high-risk features
w 2,238 pts were premenopausal

w Pts were randomized to adjuvant ET ± RIB for 3 yr

Outcomes
w Efficacy was similar in pts regardless of menopausal status or 

age
w iDFS benefit in premenopausal pts: Δ5.3% overall

w Δ6.3% in <40 yr
w Δ5.0% in ≥40 yr

w Discontinuation of RIB was more frequent in postmenopausal 
pts (23%) compared with premenopausal pts (16%)

w Discontinuation without dose reduction occurred more 
frequently in older premenopausal pts (79%) compared with 
premenopausal pts <40 yr (52%)

w Time to decrease of Global Health Status (TTD of GHS) QOL 
data were similar between treatment groups (figures)

Author Conclusions
w RIB plus NSAI provides treatment benefit to a 

broad range of pts with stage II/III HR+, HER2– 
eBC across menopausal status and age. In 
younger premenopausal pts, who typically have 
more aggressive disease characteristics, treatment 
favored RIB plus NSAI, and these pts were least 
likely to discontinue RIB due to AEs

Expert’s Insights 
“The interesting thing that's also consistent with the monarchE data is that there is less discontinuations in 
the very young patients. There is more dose reductions. So, I think we have to watch out a little bit for 
postmenopausal patients and properly dose reduce them and educate them. But I think it's a good thing, 
because we know that young patients usually tend to discontinue their endocrine therapy.”
– Dr Harbeck



The TRADE study: A phase II trial to assess the tolerability of abemaciclib dose 
escalation in early-stage HR+, HER2– BC
Mayer et al. ASCO 2025. Abstract 517

Study Design and Patients
w 90 pts with HR+, HER2– eBC planning to initiate 

adjuvant therapy with abemaciclib
w Pts began abemaciclib at 50 mg BID for the first 14 d, 

then escalated to 100 mg BID for 14 d, and then to 
150 mg BID from d 29 onward

Outcomes
w At 12 wk, 63/89 (70.8%) evaluable pts were able to 

reach and maintain the target dosage
w The most frequent grade ≥2 TRAEs at 12 wk were 

diarrhea (27%), neutropenia (24%), and fatigue (21%)
w Early discontinuation was infrequent, and 93% of pts 

were continuing at 12 wk
w There was no meaningful decrease in QOL scores at 8 

wk

Author Conclusions
w The TRADE study is a positive trial meeting its primary 

endpoint. Use of an adjuvant abemaciclib dose-escalation 
strategy allowed a greater number of pts (70.8%) to reach 
and maintain the 150-mg dose at 12 wk than in 
monarchE. This dosing strategy could be considered 
when initiating adjuvant abemaciclib



The TRADE study: A phase II trial to assess the tolerability of abemaciclib dose 
escalation in early-stage HR+, HER2– BC
Mayer et al. ASCO 2025. Abstract 517

Study Design and Patients
w 90 pts with HR+, HER2– eBC planning to initiate 

adjuvant therapy with abemaciclib
w Pts began abemaciclib at 50 mg BID for the first 14 d, 

then escalated to 100 mg BID for 14 d, and then to 
150 mg BID from d 29 onward

Outcomes
w At 12 wk, 63/89 (70.8%) evaluable pts were able to 

reach and maintain the target dosage
w The most frequent grade ≥2 TRAEs at 12 wk were 

diarrhea (27%), neutropenia (24%), and fatigue (21%)
w Early discontinuation was infrequent, and 93% of pts 

were continuing at 12 wk
w There was no meaningful decrease in QOL scores at 8 

wk

Author Conclusions
w The TRADE study is a positive trial meeting its primary 

endpoint. Use of an adjuvant abemaciclib dose-escalation 
strategy allowed a greater number of pts (70.8%) to reach 
and maintain the 150-mg dose at 12 wk than in 
monarchE. This dosing strategy could be considered 
when initiating adjuvant abemaciclib

Expert’s Insights 
“When I talked to colleagues at ASCO, I was surprised that some said they couldn't do this in their country 
because it wasn't going to be reimbursed. I think there's one thing about not being able to give a drug 
because it's not reimbursed, but the way we start dosing, I think, if we're clever enough to put this in the 
patient chart, we should be able to dose escalate, just say the patient doesn't tolerate anymore. I think it's 
something that we'll consider with our nurses that we will see whether patients really do better on this.”
– Dr Harbeck



ctDNA monitoring of ER+, HER2– high-risk BC during adjuvant endocrine 
therapy
Pusztai et al. ASCO 2025. Abstract 1010

Study Design and Patients
w 507 pts receiving ET for >6 mo but <7 yr underwent 

surveillance with the Signatera tumor-informed ctDNA 
assay

w 38 ctDNA+ pts with negative imaging were 
randomized to continue the same ET (B) or switch to 
fulvestrant + palbociclib (A)

Outcomes
w Only 2 of 442 pts with persistently negative ctDNA 

experienced relapse
w In the randomized cohort (combined treatment arms)

w 1 of 9 pts with ctDNA clearance or decrease at 3 
mo had clinical relapse

w 6 of 10 pts with increasing ctDNA had clinical 
relapse

Author Conclusions
w This study demonstrates the ability of ctDNA to identify 

pts with BC at high risk of relapse for randomization in a 
prospective, multicenter, randomized clinical trial. Pts with 
serially ctDNA– results during surveillance had 99% RFS 
after a median follow-up of 27.4 mo. Interim analysis 
revealed higher clearance rates in arm A compared with 
pts randomized to arm B. Early-on treatment ctDNA 
dynamics is prognostic of pt outcomes



ctDNA monitoring of ER+, HER2– high-risk BC during adjuvant endocrine 
therapy
Pusztai et al. ASCO 2025. Abstract 1010

Study Design and Patients
w 507 pts receiving ET for >6 mo but <7 yr underwent 

surveillance with the Signatera tumor-informed ctDNA 
assay

w 38 ctDNA+ pts with negative imaging were 
randomized to continue the same ET (B) or switch to 
fulvestrant + palbociclib (A)

Outcomes
w Only 2 of 442 pts with persistently negative ctDNA 

experienced relapse
w In the randomized cohort (combined treatment arms)

w 1 of 9 pts with ctDNA clearance or decrease at 3 
mo had clinical relapse

w 6 of 10 pts with increasing ctDNA had clinical 
relapse

Author Conclusions
w This study demonstrates the ability of ctDNA to identify 

pts with BC at high risk of relapse for randomization in a 
prospective, multicenter, randomized clinical trial. Pts with 
serially ctDNA– results during surveillance had 99% RFS 
after a median follow-up of 27.4 mo. Interim analysis 
revealed higher clearance rates in arm A compared with 
pts randomized to arm B. Early-on treatment ctDNA 
dynamics is prognostic of pt outcomes

Expert’s Insights 
“I think we've seen a lot of these data already, and now I think we need to sort of see how we can help 
patients with interventions in this setting. About 93% were willing to be randomized in the trial. I would think 
what we can discuss is this willingness, probably if there is a control arm with the same continuation on the 
same therapy, this willingness will drop after we have more evidence like this.”
– Dr Harbeck



15-year outcomes for women with premenopausal HR+ eBC in the SOFT and 
TEXT trials assessing benefits from adjuvant exemestane (E) + ovarian function 
suppression (OFS) or tamoxifen (T) + OFS
Francis et al. ASCO 2025. Abstract 505

Study Design and Patients
w 5,707 premenopausal pts with HR+ eBC were enrolled in the 

SOFT and TEXT trials, which randomized pts to exemestane or 
tamoxifen with OFS or tamoxifen alone

Outcomes
w The 15-yr DFS in SOFT was 67.0% for T, 70.5% for T plus OFS, 

and 73.5% for E plus OFS
w 15-yr OS was 85.3%, 86.7%, and 86.9%, respectively 

w There were consistent but nonsignificant decreased hazards 
of death for T plus OFS vs T (HR 0.87; 95% CI: 0.68–1.10) 
and E plus OFS vs T (HR 0.85; 95% CI: 0.67–1.08) 

w For the TEXT and SOFT combined analysis of E plus OFS vs T 
plus OFS 
w 15-yr DFS was 74.9% vs 71.3% (HR 0.82; 0.73–0.92)
w 15-yr OS was 87.8% vs 87.0% (HR 0.94; 0.80–1.11)

w Greatest benefit from OFS was observed in the highest-risk pts 
(aged <35 yr, grade 3 tumors, prior chemotherapy)

Author Conclusions
w The high-level 15-yr final results of SOFT and 

TEXT confirm a role for OFS-containing and 
aromatase inhibitor-containing adjuvant ET for 
premenopausal women
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suppression (OFS) or tamoxifen (T) + OFS
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Study Design and Patients
w 5,707 premenopausal pts with HR+ eBC were enrolled in the 

SOFT and TEXT trials, which randomized pts to exemestane or 
tamoxifen with OFS or tamoxifen alone

Outcomes
w The 15-yr DFS in SOFT was 67.0% for T, 70.5% for T plus OFS, 

and 73.5% for E plus OFS
w 15-yr OS was 85.3%, 86.7%, and 86.9%, respectively 

w There were consistent but nonsignificant decreased hazards 
of death for T plus OFS vs T (HR 0.87; 95% CI: 0.68–1.10) 
and E plus OFS vs T (HR 0.85; 95% CI: 0.67–1.08) 

w For the TEXT and SOFT combined analysis of E plus OFS vs T 
plus OFS 
w 15-yr DFS was 74.9% vs 71.3% (HR 0.82; 0.73–0.92)
w 15-yr OS was 87.8% vs 87.0% (HR 0.94; 0.80–1.11)

w Greatest benefit from OFS was observed in the highest-risk pts 
(aged <35 yr, grade 3 tumors, prior chemotherapy)

Author Conclusions
w The high-level 15-yr final results of SOFT and 

TEXT confirm a role for OFS-containing and 
aromatase inhibitor-containing adjuvant ET for 
premenopausal women

Expert’s Insights 
“I think that's fantastic to have such a long follow-up. The data didn't show anything that we didn't know 
before, but I think it's a good example that these trials were followed up for such a long time, and I think 
that the results are clinically meaningful.”
– Dr Harbeck



Efficacy and safety of elinzanetant for vasomotor symptoms associated with 
adjuvant endocrine therapy: Phase III OASIS 4 trial
Cardoso et al. ASCO 2025. Abstract 508

Study Design and Patients
w 474 pts with or at high risk for HR+ BC recurrence and 

with vasomotor symptoms (VMS) associated with ET
w Pts were randomized 2:1 to the neurokinin-targeted 

agent elinzanetant (EZN) or placebo (P) for 12 wk; pts 
in the placebo arm could cross over to EZN after 12 wk

Outcomes
w At wk 4, mean moderate-to-severe VMS frequency 

decreased by 
–6.5 with EZN and –3.0 with P (P <.0001) 

w At wk 12, decreases in moderate-to-severe VMS 
frequency were 
–7.8 with EZN and –4.2 with P (P <.0001) 

w Somnolence, fatigue, and diarrhea were more 
frequently reported TRAEs with EZN
w No liver toxicity was reported

Author Conclusions
w EZN was efficacious with a fast onset and well tolerated 

for the treatment of VMS associated with adjuvant 
endocrine therapy. TEAE frequency was as expected for 
this type of trial. Adequate VMS management can 
improve adherence to adjuvant endocrine therapy and, 
therefore, improve cancer outcomes and QOL
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Cardoso et al. ASCO 2025. Abstract 508

Study Design and Patients
w 474 pts with or at high risk for HR+ BC recurrence and 

with vasomotor symptoms (VMS) associated with ET
w Pts were randomized 2:1 to the neurokinin-targeted 

agent elinzanetant (EZN) or placebo (P) for 12 wk; pts 
in the placebo arm could cross over to EZN after 12 wk
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w At wk 4, mean moderate-to-severe VMS frequency 

decreased by 
–6.5 with EZN and –3.0 with P (P <.0001) 

w At wk 12, decreases in moderate-to-severe VMS 
frequency were 
–7.8 with EZN and –4.2 with P (P <.0001) 

w Somnolence, fatigue, and diarrhea were more 
frequently reported TRAEs with EZN
w No liver toxicity was reported

Author Conclusions
w EZN was efficacious with a fast onset and well tolerated 

for the treatment of VMS associated with adjuvant 
endocrine therapy. TEAE frequency was as expected for 
this type of trial. Adequate VMS management can 
improve adherence to adjuvant endocrine therapy and, 
therefore, improve cancer outcomes and QOL

Expert’s Insights 
“I think we can agree with Fatima’s [Dr Cardoso’s] conclusion that this is a drug that is effective. The 
interesting thing is also that it really helps patients fast, which I think makes it very interesting. Clinically, it's 
well tolerated because patients all, or most of them, got into the 2-year extension period.”
– Dr Harbeck



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



Experts Discussed the Treatment of Premenopausal Patients 
With HR+ Early Breast Cancer
NATALEE
Data from the NATALEE trial by menopausal status and age are consistent with 
results from monarchE subset analyses
w Experts noted that it is important to be more watchful of older patients to ensure 

toxicities are managed in such a way as to avoid discontinuation

SOFT and TEXT trials
15-year results from the SOFT and TEXT trials of ET for premenopausal patients were 
similar to earlier analyses, and show that OFS plus either tamoxifen or exemestane is 
superior to tamoxifen alone in the absence of chemotherapy, while exemestane plus 
OFS is best in youngest, highest-risk subgroups with regard to BC-free and overall 
survival
w Experts noted that BC-free survival curves are not as good further out at 15 years in the 

SOFT trial in patients who did not receive chemotherapy, particularly with tamoxifen 
alone

w Some experts use anti-Müllerian hormone testing to confirm whether patients are pre- or 
postmenopausal, and whether they should receive chemotherapy

Dr Harbeck:
I think we're still underusing the OFS in 
the young women.  I think these data 
should encourage us to do better.

“ “



Experts Considered Options for Reducing Treatment-Related 
Toxicities
Diarrhea: Potential effects on dosing practices
Experts will consider a dose-escalation approach with abemaciclib, and some already 
start patients at 100 mg BID, especially older, frail patients, but others prefer to start 
at the higher dosage and reduce if there are problems
w Some experts questioned whether the higher dosage is even necessary, noting 

analyses of the pivotal trials that suggest no detrimental effect of dose reductions, but it 
was noted that there are no data on the efficacy of abemaciclib in patients starting and 
staying at a lower dosage

w Practical challenges with this approach include the availability of the lower-dose pills 
and the need to write multiple prescriptions

Vasomotor symptoms
Experts were very interested in the elinzanetant data, noting some patients are nearly 
incapacitated by vasomotor symptoms on therapy
w One expert noted that cost and coverage can be challenging for patients, but others 

indicated they had been able to get insurance approval if other available options such as 
antidepressants had failed to relieve symptoms 

Dr Rugo:
We don't have a mechanism that 
supports that somehow your body gets 
used to it. I think what happens is 
people get used to managing the 
diarrhea. So, they get 100 mg twice a 
day, it's okay, they have a little 
diarrhea. So, then if it increases a little 
bit when you go to 150 mg twice a day, 
then they can manage it.

“
“



Experts Speculated on Using ctDNA Surveillance to Guide 
Treatment Escalation
DARE
Experts found the results of the DARE ctDNA surveillance trial to be very interesting, 
and think it would be feasible for patients, but emphasized the need to demonstrate 
that changing therapy improves outcomes
w Experts also raised potential issues, including when to start and when to stop testing, as 

well as the potential for unnecessarily increasing test anxiety in lower-risk patients
w Patients with HR+, HER2– BC have a 1%–2% chance per year of relapse out to 

20 years, so would ctDNA surveillance be necessary that entire time?
w Another important question is what to do in patients with positive ctDNA who are already 

receiving optimal therapy 

Dr Rugo:
If we could change outcome, patients 
will still do that. The question is, when 
do we start testing? Do you start 
testing at 2 years? But to test, I think 
we need to know if we incorporate 
testing that we can change outcome, 
and that seems to be a very elusive 
endpoint.

“
“



Experts Discussed the Ongoing ADAPTcycle Trial

ADAPTcycle could become practice-changing when data mature
Patients with intermediate-risk HR+, HER2– BC (on the basis of Oncotype RS and 
neoadjuvant ET response) were randomized to adjuvant chemotherapy followed by 
ET or ribociclib-AI for 2 years followed by standard ET; a subset of patients in the 
ribociclib arm chose to start it in the neoadjuvant setting
w Preliminary results showed similar pCR rates with neoadjuvant chemotherapy or 

ribociclib-AI, except in the highest-risk subset (high RS and no neoadjuvant ET 
response), which favored chemotherapy
w These results are similar to what has been observed in the I-SPY 2 trial

w Experts are very interested in this trial, which could be practice changing, but EFS 
results are not expected until 2028

w Some experts already use an AI plus CDK4/6i in low/intermediate-risk patients, such as 
those with 1–3 positive nodes and favorable biology, who are unlikely to benefit from 
chemotherapy; the experts noted that these data are reassuring

Dr Brufsky:
I think we all would agree that if we 
could avoid chemo in people and just 
give them a CDK4 instead, I think that's 
probably what we'd want to do.

“

“



New and Emerging 
Approaches in HR+, 
HER2– mBC

Conference Highlights Presented by 
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Abstract Selection – HR+, HER2– mBC (1/2) 

Abstract Phase
Abstract LBA4: Camizestrant + CDK4/6 inhibitor (CDK4/6i) for the treatment of emergent ESR1 mutations 
during first-line (1L) endocrine-based therapy (ET) and ahead of disease progression in patients (pts) with 
HR+/HER2– advanced breast cancer (ABC): Phase 3, double-blind ctDNA-guided SERENA-6 trial. (Turner 
NC, et al)

Abstract LBA1000: Vepdegestrant, a PROTAC estrogen receptor (ER) degrader, vs fulvestrant in ER-
positive/human epidermal growth factor receptor 2 (HER2)–negative advanced breast cancer: Results of the 
global, randomized, phase 3 VERITAC-2 study. (Hamilton EP, et al)

Abstract LBA1005: A double-blind placebo controlled randomized phase III trial of fulvestrant and ipatasertib as 
treatment for advanced HER2-negative and estrogen receptor positive (ER+) breast cancer following 
progression on first line CDK 4/6 inhibitor and aromatase inhibitor: The CCTG/BCT MA.40/FINER study 
(NCT04650581). (Chia S, et al)

Abstract 1001: Patient-reported outcomes (PROs) in patients with ER+, HER2- advanced breast cancer (ABC) 
treated with imlunestrant, investigator’s choice standard endocrine therapy, or imlunestrant + abemaciclib: 
Results from the phase III EMBER-3 trial. (Curigliano G, et al)

Abstract 1070: Elacestrant (Ela) combinations with ribociclib (Ribo) and everolimus (Eve) in patients (pts) with 
ER+/HER2- locally advanced or metastatic breast cancer (mBC): Update from ELEVATE, a phase (Ph) 1b/2, 
open-label, umbrella study. (Rugo HS, et al)

Phase III

Phase III

Phase III

Phase III

Phase Ib



Abstract Selection – HR+, HER2– mBC (2/2) 

Abstract Phase
Abstract 1003: INAVO120: Phase III trial final overall survival (OS) analysis of first-line inavolisib 
(INAVO)/placebo (PBO) + palbociclib (PALBO) + fulvestrant (FULV) in patients (pts) with PIK3CA-mutated, 
hormone receptor-positive (HR+), HER2-negative (HER2–), endocrine-resistant advanced breast cancer 
(aBC). (Turner NC, et al)

Abstract 1004: Phase I/Ib study of inavolisib (INAVO) alone and in combination with endocrine therapy ± 
palbociclib (PALBO) in patients (pts) with PIK3CA-mutated, hormone receptor–positive, HER2-negative locally 
advanced/metastatic breast cancer (HR+, HER2– LA/mBC): Analysis of hyperglycemia (HG) in 
prediabetic/obese pts. (Oliveira M, et al)

Abstract 1072: Molecular and prognostic convergence of HR+/HER2– metastatic breast cancer (MBC) to a 
TNBC-like profile: Insights from circulating tumor DNA (ctDNA)-based genomic analysis across treatment lines.  
(Foffano L, et al)

Retrospective

Abstract 1013: Exploratory biomarker analysis of trastuzumab deruxtecan (T-DXd) vs physician’s choice of 
chemotherapy (TPC) in HER2-low/ultralow, hormone receptor–positive (HR+) metastatic breast cancer (mBC) 
in DESTINY-Breast06 (DB-06) (Dent RA, et al)

Phase III

Phase III

Phase Ib



SERENA-6: Camizestrant plus CDK4/6i for emergent ESR1 mutations during 
first-line ET and ahead of disease progression in HR+, HER2– advanced BC
Turner et al. ASCO 2025. Abstract LBA4

Study Design and Patients
w Phase III trial in 315 pts with ER+, HER2– eBC who 

had AI plus CDK4/6i for at least 6 mo, with an ESR1 
mutation detected in ctDNA with no evidence of 
disease progression

w Pts were randomized to continue the AI or switch to 
camizestrant, both in combination with the same 
CDK4/6i

Outcomes
w Switching to camizestrant significantly improved

w PFS: median 16.0 vs 9.2 mo; HR 0.44; P <.00001
w PFS2 (defined as second line afterward, 

regardless of arm) 
w HR 0.52; P = .0001

w Time to deterioration of global health status/QOL
w Median 23.0 vs 6.4 mo; HR 0.53; P <.001

Author Conclusions
w Camizestrant plus CDK4/6i guided by emergence of 

ESR1 mutation during first-line AI plus CDK4/6i in pts with 
HR+, HER2– advanced BC resulted in a statistically 
significant and clinically meaningful improvement in PFS 

w SERENA-6 is the first global phase III trial to demonstrate 
clinical utility of using ctDNA to detect and treat emerging 
resistance, ahead of disease progression 
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w Median 23.0 vs 6.4 mo; HR 0.53; P <.001

Author Conclusions
w Camizestrant plus CDK4/6i guided by emergence of 

ESR1 mutation during first-line AI plus CDK4/6i in pts with 
HR+, HER2– advanced BC resulted in a statistically 
significant and clinically meaningful improvement in PFS 

w SERENA-6 is the first global phase III trial to demonstrate 
clinical utility of using ctDNA to detect and treat emerging 
resistance, ahead of disease progression 

Expert’s Insights 
“For me, the most exciting data is about the time to deterioration in the global health status or 
quality of life.”
– Dr Cortés



VERITAC-2: Vepdegestrant, a PROTAC ER degrader, vs fulvestrant in ER+, 
HER2– advanced BC
Hamilton et al. ASCO 2025. Abstract LBA1000

Study Design and Patients
w Phase III trial of 624 pts with ER+, HER2– mBC that 

progressed on an AI plus CDK4/6i who were 
randomized to second-line therapy with fulvestrant or 
vepdegestrant

Outcomes
w PFS was significantly improved in the vepdegestrant 

arm in the ESR1-mutated subpopulation (median 5.0 
vs 2.1 mo; HR 0.57; P <.001) but not in the overall 
population (median 3.7 vs 3.6 mo; HR 0.83; P = .07)

w Vepdegestrant also increased CBR (42% vs 20%; P 
<.001) and ORR (19% vs 4%; P = .001) in the ESR1-
mutated subpopulation

w Fatigue was the most frequent TRAE in the 
vepdegestrant arm (27% any grade)

w G≥3 TRAEs occurred in 23% of pts in the 
vepdegestrant arm vs 18% in the fulvestrant arm

Author Conclusions
w Vepdegestrant demonstrated statistically significant and 

clinically meaningful improvement in PFS vs fulvestrant in 
the population with ESR1 mutation

w Results support vepdegestrant as a potential oral 
treatment option for previously treated pts with ESR1-
mutated ER+, HER2– advanced BC
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the population with ESR1 mutation

w Results support vepdegestrant as a potential oral 
treatment option for previously treated pts with ESR1-
mutated ER+, HER2– advanced BC

Expert’s Insights 
“You can see here the beautiful hazard ratio, 0.57, for those patients with mutations in ESR1. Again, very 
similar to elacestrant, very similar to camizestrant in SERENA-2, very similar also to imlunestrant. . . . I 
think, my opinion at least, a very nice drug in terms of toxicity.”
– Dr Cortés



EMBER-3: PROs in patients with ER+, HER2– advanced BC treated with 
imlunestrant, standard ET, or imlunestrant plus abemaciclib
Curigliano et al. ASCO 2025. Abstract 1001

Study Design and Patients
w 874 pts with HR+, HER2– mBC that had progressed on AI plus 

CDKi
w Pts were randomized to treatment with SOC ET (fulvestrant or 

exemestane; n = 330), imlunestrant (Im; n = 331), or Im plus 
abemaciclib (n = 213)

Outcomes
w Previously reported results (Jhaveri NEJM 2025)

w PFS significantly better for Im plus A vs Im alone in the overall 
population (median 9.4 mo vs 5.5 mo; HR 0.57; P <.001)

w PFS was superior with Im vs SOC ET in ESR1-mutated 
subpopulation (median 5.5 mo vs 3.8 mo; HR 0.62; P <.001)

w GHS/QOL was better with Im compared with SOC ET at 7 cycles (Δ9.9 
points; 10 points is considered clinically meaningful)

w Im plus A vs Im showed broadly similar declines in all pts, with minimal 
mean change differences in GHS/QOL and physical function scores

w “Frequent” or “almost constant” diarrhea was reported in 22% of pts 
treated with Im plus A, but at similarly low rates for Im alone (3%) and 
SOC ET (2%)

Author Conclusions
w PROs from EMBER-3 demonstrated that 

patients with ESR1 mutation had better 
GHS/QOL and PF with Im vs SOC, mirroring 
efficacy results

w Additionally, all pts had generally comparable 
GHS/QOL and PF with Im plus A vs Im

w  Overall, these results support the efficacy 
and safety of Im compared with existing SOC
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patients with ESR1 mutation had better 
GHS/QOL and PF with Im vs SOC, mirroring 
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w Additionally, all pts had generally comparable 
GHS/QOL and PF with Im plus A vs Im

w  Overall, these results support the efficacy 
and safety of Im compared with existing SOC

Expert’s Insights 
“When we compare imlunestrant vs standard of care, better quality of life. When we compared imlunestrant 
plus abemaciclib compared with imlunestrant or compared with standard of care, it was similar quality of 
life, but of course, it was more diarrhea for those patients who received the combination of imlunestrant 
plus abemaciclib. Nothing unexpected, but quality of life was not worse.”
– Dr Cortés



Elacestrant (Ela) combinations with ribociclib and everolimus (Eve) in ER+, 
HER2– advanced or mBC: Update from ELEVATE phase Ib/II study
Rugo et al. ASCO 2025. Abstract 1070

Study Design and Patients
w Pts with ER+, HER2– mBC and 1–2 lines of prior ET 

are eligible regardless of ESR1 mutation status
w 33 pts have received elacestrant plus ribociclib
w 72 pts have received elacestrant plus everolimus

Outcomes
w mPFS was 7.8 mo with Ela + Ribo
w mPFS was 8.3 mo with Ela + Eve (only 23 pts 

evaluable)
w The most common TRAEs with Ela + Ribo (n = 32) 

from phase Ib were neutropenia (38%; 25% G≥3) and 
nausea (31%; no G≥3)

w The most common TRAEs for Ela + Eve (n = 72) from 
phase Ib and phase II were nausea (54%; 6% G≥3), 
diarrhea (43%; 7% G≥3), stomatitis (38%; 3% G≥3), 
and fatigue (32%; 6% G≥3)

Author Conclusions
w Elacestrant plus Ribo or Eve demonstrated promising 

phase Ib efficacy in pts with ER+, HER2– mBC with 
progressive disease after ET plus CDK4/6i in all pts

w Elacestrant has the potential to become an ET backbone 
for various targeted agents, offering an all-oral treatment 
regimen in pts with ER+, HER2– mBC, delaying chemo or 
ADC-based regimens
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Author Conclusions
w Elacestrant plus Ribo or Eve demonstrated promising 

phase Ib efficacy in pts with ER+, HER2– mBC with 
progressive disease after ET plus CDK4/6i in all pts

w Elacestrant has the potential to become an ET backbone 
for various targeted agents, offering an all-oral treatment 
regimen in pts with ER+, HER2– mBC, delaying chemo or 
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Expert’s Insights 
“Interesting to remark that all these patients were CDK4/6 inhibitor pretreated. So, I think this is something 
that in the future we will see how to combine the new SERDs with all these targeted agents.”
– Dr Cortés



INAVO120: Final OS analysis of first-line inavolisib/placebo plus palbociclib 
plus fulvestrant in PIK3CA-mutated, HR+, HER2–, endocrine-resistant aBC
Turner et al. ASCO 2025. Abstract 1003

Study Design and Patients
w Phase III trial of 325 pts with HR+, HER2– PIK3CA-

mutated advanced BC with progression during or 
within 12 mo of completion of adjuvant ET

w Pts were randomized to first-line therapy with 
fulvestrant plus palbociclib ± inavolisib

Outcomes
w Updated PFS continues to favor the inavolisib arm 

w Median 17.2 vs 7.3 mo; HR 0.42; 95% CI: 0.32–
0.55

w OS benefit now significant, favoring inavolisib
w Median 34.0 vs 27.0 mo; HR 0.67; P = .0190

w Time to first subsequent chemotherapy also favors 
inavolisib
w Median 35.6 vs 12.6 mo; HR 0.43; 95% CI: 0.30–

0.60 

Author Conclusions
w INAVO plus PALBO plus FULV demonstrated a 

statistically significant and clinically meaningful OS benefit 
compared with PBO plus PALBO plus FULV

w Improvement in PFS with INAVO was maintained during 
longer follow-up, along with a substantial and statistically 
significant improvement in ORR 
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Expert’s Insights 
“Overall survival, you can see also here the beautiful hazard ratio, 0.67, the median moved from 27 months 
with fulvestrant and palbo to 34 months with fulvestrant, palbo, and inavolisib.  As expected, also a clear 
improvement in the time to first subsequent chemotherapeutic strategy.”
– Dr Cortés



CCTG/BCT MA.40/FINER: Fulvestrant plus ipatasertib for advanced HER2–, 
ER+ BC following progression on first-line CDK4/6i plus AI 
Chia et al. ASCO 2025. Abstract LBA1005

Study Design and Patients
w Phase III trial of 250 pts with ER+, HER2– mBC previously 

treated with ET and a CDK4/6i
w Pts were randomized to second-line therapy with fulvestrant ± 

ipatasertib

Outcomes
w PFS was significantly improved with the addition of ipatasertib

w Overall population: mPFS 5.32 vs 1.94 mo; HR 0.61; P = 
.0007

w Benefit was consistent regardless of ESR1 mutation 
status

w AKT-altered subpopulation: mPFS 5.45 vs 1.91 mo; HR 
0.47; P = .0005 (see figure)

w The AKT-nonaltered subpopulation showed no 
significant benefit with ipatasertib (HR 0.75; 95% CI: 
0.51–1.11)

w No difference in OS in the overall population (HR 1.07; P = .75)

Author Conclusions
w Ipatasertib plus fulvestrant significantly prolonged 

PFS compared with placebo/ fulvestrant in patients 
with HR+ mBC after progression on first-line 
CDK4/6 inhibitor and AI

w PFS benefit appears to have been driven by the 
AKT-altered subpopulation



CCTG/BCT MA.40/FINER: Fulvestrant plus ipatasertib for advanced HER2–, 
ER+ BC following progression on first-line CDK4/6i plus AI 
Chia et al. ASCO 2025. Abstract LBA1005

Study Design and Patients
w Phase III trial of 250 pts with ER+, HER2– mBC previously 

treated with ET and a CDK4/6i
w Pts were randomized to second-line therapy with fulvestrant ± 

ipatasertib

Outcomes
w PFS was significantly improved with the addition of ipatasertib

w Overall population: mPFS 5.32 vs 1.94 mo; HR 0.61; P = 
.0007

w Benefit was consistent regardless of ESR1 mutation 
status

w AKT-altered subpopulation: mPFS 5.45 vs 1.91 mo; HR 
0.47; P = .0005 (see figure)

w The AKT-nonaltered subpopulation showed no 
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0.51–1.11)
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Author Conclusions
w Ipatasertib plus fulvestrant significantly prolonged 

PFS compared with placebo/ fulvestrant in patients 
with HR+ mBC after progression on first-line 
CDK4/6 inhibitor and AI

w PFS benefit appears to have been driven by the 
AKT-altered subpopulation

Expert’s Insights 
“Beautiful data; look here at the progression-free survival in the ITT, 0.61 in favor of ipatasertib from 1.9 
months to 5.3 months. What about in the AKT pathway-altered cohort? Hazard ratio of 0.47, moving from 
1.9 to 5.4 months. Very similar improvement compared with CAPItello.”
– Dr Cortés



Phase I/Ib study of inavolisib alone or with ET ± palbociclib in PIK3CA-mutated, 
HR+, HER2– LA/mBC: Hyperglycemia in prediabetic/obese patients
Oliveira et al. ASCO 2025. Abstract 1004

Study Design and Patients
w 190 pts with HR+, HER2– LA/mBC were treated 

with inavolisib alone or in combination with ET ± 
palbociclib

w 58% were prediabetic/obese 

Outcomes
w Hyperglycemia (HG) was reported in 81% of 

prediabetic/obese pts (G3–4: 34.5%)
w Median time to onset was 14 d and 86% of 

events resolved by clinical cutoff
w Median time to improvement or resolution of 

first worst G≥2 event was 8 d
w Inavolisib dose interruptions, reductions, 

and discontinuations due to HG were 
reported in 41.8%, 13.6%, and 0.9% of pts, 
respectively

Author Conclusions
w A high proportion of prediabetic/obese pts were included in 

GO39374. In most of these pts, HG was manageable with 
dose interruptions and oral anti-HG medications, most 
commonly metformin

w Data support the use of INAVO in prediabetic/obese pts; 
further investigation of INAVO in pts with diabetes is warranted
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GO39374. In most of these pts, HG was manageable with 
dose interruptions and oral anti-HG medications, most 
commonly metformin

w Data support the use of INAVO in prediabetic/obese pts; 
further investigation of INAVO in pts with diabetes is warranted

Expert’s Insights 
“This is very meaningful in terms of what we can expect from clinical practice in the community, at least in 
the US. The key takeaway here was that hyperglycemia was frequent when inavolisib dose intensity was 
high. Nonetheless, with the low rate of discontinuation, that's important, hyperglycemia was manageable 
with dose modifications or addition of oral antihyperglycemic agents.” 
– Dr Pegram



Molecular and prognostic convergence of HR+, HER2– mBC to a TNBC-like 
profile: ctDNA-based genomic analysis across treatment lines
Foffano et al. ASCO 2025. Abstract 1072

Study Design and Patients
w Retrospective study in a multi-institutional cohort of 1,071 

pts with HER2– mBC using ctDNA testing with the 
Guardant360 NGS panel that evaluated single nucleotide 
variants (SNVs) and copy number variants (CNVs) in a 
large academic consortium 

Outcomes
w РІКЗСА SNVs, ESR1 SNVs, CCND1 CNVs, and GATA3 

SNVs were significantly associated with the HR+, HER2– 
histology (P <.05)

w TP53 SNVs, MYC CNVs, PIK CNVs, EGFR CNVs, CCNE1 
CNVs, and BRAF CNVs were significantly more frequent in 
TNBC (P <.05)

w From fourth line onward, ESR1 SNVs (RRR 8.09; P <.001), 
TP53 SNVs (RRR 1.81; P = .022), and PIK3CA CNVs 
(RRR 5.93; P = .003) showed higher prevalence in HR+, 
HER2– relative to first-line HR+, HER2–, while TP53 SNVs 
were still associated with TNBC (RRR 10.43; P <.001)

Author Conclusions
w The study suggests a dynamic molecular evolution of 

HR+, HER2– mBC, with a progressive acquisition of 
molecular and prognostic features compatible with a 
TNBC-like profile and loss of endocrine sensitivity

w These findings highlight the need for comprehensive 
biological characterization of this subtype across 
treatment lines to better understand its evolution under 
therapeutic pressure and consequently adapt treatments
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w TP53 SNVs, MYC CNVs, PIK CNVs, EGFR CNVs, CCNE1 
CNVs, and BRAF CNVs were significantly more frequent in 
TNBC (P <.05)

w From fourth line onward, ESR1 SNVs (RRR 8.09; P <.001), 
TP53 SNVs (RRR 1.81; P = .022), and PIK3CA CNVs 
(RRR 5.93; P = .003) showed higher prevalence in HR+, 
HER2– relative to first-line HR+, HER2–, while TP53 SNVs 
were still associated with TNBC (RRR 10.43; P <.001)

Author Conclusions
w The study suggests a dynamic molecular evolution of 

HR+, HER2– mBC, with a progressive acquisition of 
molecular and prognostic features compatible with a 
TNBC-like profile and loss of endocrine sensitivity

w These findings highlight the need for comprehensive 
biological characterization of this subtype across 
treatment lines to better understand its evolution under 
therapeutic pressure and consequently adapt treatments

Expert’s Insights 
“We've seen that in our own experience in the clinic, where someone can do well on endocrine-directed 
therapy for a long time, sometimes many years, and then suddenly they'll become endocrine refractory and 
kind of move from one ADC and chemo to the next rather rapidly, more akin to a triple-negative phenotype 
in the end.” 
– Dr Pegram



Exploratory biomarker analysis of T-DXd vs TPC in HER2-low/ultralow, HR+ 
mBC in DESTINY-Breast06 
Dent et al. ASCO 2025. Abstract 1013

Study Design and Patients
w Baseline ctDNA profiling was assessed via 

GuardantOMNI® 500-gene liquid biopsy assay on 
blood samples from 625 pts enrolled in the phase III 
DESTINY-Breast06 trial

Outcomes
w Median PFS by mutational subgroup

w PI3K pathway alterations: 13.2 (T-DXd) and 7.1 
(TPC) mo; HR 0.65

w ESR1 mutation: 11.3 (T-DXd) and 7.0 (TPC) mo; 
HR 0.64

w BRCA1/2 mutation: 21.4 (T-DXd) and 5.6 (TPC) 
mo; HR 0.14 Author Conclusions

w In this exploratory ctDNA analysis, T-DXd demonstrated a 
greater clinical benefit vs TPC regardless of PI3K 
pathway and ESR1 or BRCA1/2 mutation

w Benefit of T-DXd over TPC was especially profound in the 
BRCA1/2-mutated subset



Exploratory biomarker analysis of T-DXd vs TPC in HER2-low/ultralow, HR+ 
mBC in DESTINY-Breast06 
Dent et al. ASCO 2025. Abstract 1013

Study Design and Patients
w Baseline ctDNA profiling was assessed via 

GuardantOMNI® 500-gene liquid biopsy assay on 
blood samples from 625 pts enrolled in the phase III 
DESTINY-Breast06 trial

Outcomes
w Median PFS by mutational subgroup

w PI3K pathway alterations: 13.2 (T-DXd) and 7.1 
(TPC) mo; HR 0.65

w ESR1 mutation: 11.3 (T-DXd) and 7.0 (TPC) mo; 
HR 0.64

w BRCA1/2 mutation: 21.4 (T-DXd) and 5.6 (TPC) 
mo; HR 0.14 Author Conclusions

w In this exploratory ctDNA analysis, T-DXd demonstrated a 
greater clinical benefit vs TPC regardless of PI3K 
pathway and ESR1 or BRCA1/2 mutation

w Benefit of T-DXd over TPC was especially profound in the 
BRCA1/2-mutated subset

Expert’s Insights 
“In conclusion, findings from the biomarker-evaluable population were consistent with those of 
the ITT population.”
– Dr Pegram



New and Emerging 
Approaches in HR+, 
HER2– mBC
Discussion



Experts Discussed Implications of SERENA-6 Results (1/2)
SERENA-6: Questions remain before practice changes
The SERENA-6 trial demonstrated that switching to camizestrant plus CDK4/6i vs 
continuing the same AI plus CDK4/6i in patients with HR+, HER2– mBC who 
developed an ESR1 mutation on first-line endocrine therapy significantly improved 
PFS and time to deterioration of QOL
w SERENA-6 proves the concept that treatment at molecular relapse, not clinical relapse, 

makes a difference
w Although this abstract was selected for the plenary session, experts are not ready to 

change practice immediately
w The trial design mixed 2 questions: should we look for molecular relapse, and 

should we use this new drug? This makes it difficult to interpret results
w Longer follow-up is needed; in particular, experts want to see whether switching to this 

alternative agent makes an impact on OS
w It was noted that PFS2 is not a clean endpoint in this study, because it compares 3 

vs 2 regimens
w Inclusion in expert guidelines and/or regulatory approval are necessary before clinicians 

will adopt this approach

Dr Rugo:
Does changing early help your long-term 
outcome is a key aspect here, which we 
don't really know. I thought what was really 
remarkable in SERENA-6 was the 9 
months of median progression-free survival 
in people who acquired an ESR1 mutation 
but were still on their AI, which isn't 
supposed to work. So, is that because the 
variant allele fraction was really low? 
Looking at that will also really help us, I 
think, in trying to decide how quickly to 
change for patients and what the trigger 
really should be. It’s a really interesting 
novel study with exciting potential 
implications. But we definitely have some 
questions. 

“
“



Experts Discussed Implications of SERENA-6 Results (2/2)
SERENA-6 QOL data
Several experts were very impressed by the QOL data, suggesting these alone may 
be a reason to adopt this switch strategy, although it may have more to do with the 
relative tolerability of AIs vs SERDs
w More data on the individual QLQ-C30 domains are needed

Experts do not think testing for ESR1 mutation would add substantially to the 
workflow or patient anxiety, noting that patients with mBC already undergo regular 
restaging and blood draws, and the availability of a proven intervention to address 
ESR1-mutated clones would be appealing to patients 

Dr Harbeck:
It's very intriguing to look at molecular relapse. And we talked about ctDNA 
technology before. I think this is going to be the future. We just need proof that 
this strategy change will provide better survival.

“ “
Dr Pegram:
The key objective in treating these 
patients is palliation of disease-related 
symptoms with the least amount of 
toxicity, and that's reflected in quality of 
life. Is it worth it if their—as you define 
PFS2s are similar, whether you give it 
early or give it after RECIST 
progression—is it worth it to change it 
purely on the quality-of-life data, or not? 
That's the key question, in my mind. I 
would lean towards probably yes, 
because that's the main goal of treatment. 
We're not going to cure any of these 
patients. So, if you can palliate their 
symptomatology longer, it may be worth 
the investment. 

“
“



Experts Considered the Impact of VERITAC-2 and a Potential 
Role for Vepdegestrant
VERITAC-2: Vepdegestrant expected to obtain regulatory approval
Experts consider the VERITAC-2 data very similar to what has been seen with the oral 
SERDs, and expect that vepdegestrant will gain regulatory approval in this setting
w Some experts were surprised that vepdegestrant did not appear to be more active than 

the oral SERDs in this trial, considering the innovative MOA
w Vepdegestrant is perceived to be well tolerated overall
w It is unclear where vepdegestrant will fit into the algorithm for HR+, HER2– ESR1-

mutated mBC, with elacestrant already approved and imlunestrant (± abemaciclib) and 
camizestrant also likely to gain approval
w Studies will be needed to determine whether these classes can be used 

sequentially
w Although vepdegestrant has a unique MOA, experts noted that SERDs also 

utilize the proteasome pathway, and thus it is unknown whether these 
agents will be cross-resistant

Dr Pegram:
The mechanism of action of oral 
SERDs is also proteasome degradation 
of the receptor in the end due to 
misfolding, etc. So, now I'm a little bit 
depressed that VERITAC-2 didn't look 
better than an oral SERD, and it 
suggests to me that using them in 
sequence probably won't work at all.

“
“



Experts Discussed Elacestrant in Combination With Other 
Targeted Agents
Elacestrant combinations: Additional data are needed
The combination of elacestrant plus ribociclib was associated with a median PFS of 
7.8 months in the ELEVATE trial, while the combination of elacestrant plus 
everolimus was associated with a median PFS of 8.3 months in patients previously 
treated with ET and a CDK4/6i
w Experts do not perceive the difference in PFS in this phase Ib study to be meaningful, 

and think it likely reflects differences in the patients enrolled in each arm; data from the 
phase II portion will be more informative

w These findings support further exploration of these combinations, and experts suggested 
it will be important to learn how to combine these newer ET agents with targeted 
therapies

w The phase III ADELA trial comparing elacestrant ± everolimus in ESR1-mutated ER+, 
HER2– mBC will be helpful to understand the impact of adding a targeted agent in this 
patient population

Dr Rugo:
Rather than comparing the different 
arms, which I don't think you can do, 
the take-home message there is that 
we saw very nice PFS data regardless 
of ESR1 mutations in a small 
population of patients. We need the 
phase II expansion data to really 
understand.

“
“



Experts Discussed the Impact of the INAVO120 OS Data, and 
Practical Considerations
INAVO120: Practice changing
An updated analysis of INAVO120 showed that in addition to improving PFS, adding 
inavolisib to first-line ET plus palbociclib significantly improved OS (median 34.0 mo 
vs 27.0 mo; HR 0.67; P = .0190) in patients with PIK3CA-mutated, HR+, HER2– mBC 
that progressed on or within 12 months of adjuvant endocrine therapy
w Experts were impressed with this trial result and consider this regimen to be a new 

standard that should at least be offered to patients with resistance on adjuvant ET
w These data apply to a very small population of patients, who often have complex, 

aggressive disease presentations where there may not be time for NGS testing
w Experts emphasized the need to follow the guidelines found in the package insert for 

inavolisib for monitoring and managing blood glucose levels
w Screening and monitoring requirements with this agent are intensive, but 

consistent with other drugs in this class
w Experts mentioned a recent Dear Doctor letter that alerted clinicians to 2 cases of 

life-threatening ketoacidosis with inavolisib in patients with type 2 diabetes (1 
uncontrolled, 1 on insulin), suggesting use should be very carefully monitored in 
patients with pre-existing diabetes

Dr Rugo:
I think the reason why we haven't seen 
the use [of the INAVO120 regimen] 
expand in the US is because it's hard 
to find those patients. When I see 
patients like this who might have a PI3 
kinase mutation, a lot of time their ER 
is 5%. They have big liver mets and 
rising liver enzymes. These are very 
complicated patients. You may not 
even be able to wait for the NGS to 
come back yet in our more heavily 
pretreated US population. So, for me, it 
really was just an issue of not seeing 
the patients.

“
“



Advances in Early Triple-
Negative Breast Cancer

Conference Highlights Presented by 
Joyce O’Shaughnessy, MD



Abstract Selection – Early TNBC

Abstract Phase

Abstract 511: A phase 2 study of response-guided neoadjuvant sacituzumab govitecan and pembrolizumab 
(SG/P) in patients with early-stage triple-negative breast cancer: Results from the NeoSTAR trial. (Abelman 
RO, et al)

Abstract 510: Prospective randomized phase II trial to assess the efficacy and safety of neo-adjuvant 
olaparib/carboplatin (OC) in comparison to docetaxel/epirubicin/cyclophosphamide (TAC) in patients with early 
triple-negative breast cancer (TNBC) with homologous recombination deficiency (HRD): Primary results from 
the ABCSG 45 trial. (Singer CF, et al)

Abstract 1009: Circulating tumor DNA, pathologic response after neoadjuvant therapy, and survival: First 
results from TBCRC 040 (the PREDICT-DNA trial). (Hunter N, et al) Observational

Abstract LBA509: NRG-BR003: A randomized phase III trial comparing doxorubicin plus cyclophosphamide 
followed by weekly paclitaxel with or without carboplatin for node-positive or high-risk node-negative TNBC. 
(Valero V, et al)

Phase III

Phase II

Phase II



NeoSTAR phase II study of response-guided neoadjuvant sacituzumab 
govitecan and pembrolizumab (SG-P) in patients with early-stage TNBC
Abelman et al. ASCO 2025. Abstract 511

Study Design and Patients
w 50 pts with at least T2 and/or node-positive TNBC 

received 4 cycles of SG-P
w Pts not suspected to have residual disease (RD) went 

to surgery
w Those with pCR received 4 cycles of taxane-

carbo-pembro
w Those with RD received investigator’s choice of 

adjuvant tx
w Pts suspected of having RD received additional NAC 

prior to surgery

Outcomes
w The overall pCR rate was 32%

w 24 pts were not suspected to have RD and 16 of 
these had a pCR

w RD was suspected in 26 pts, who then received 
additional NAC; 9 of these pts had a pCR

w Toxicities were consistent with the profile of each agent

Author Conclusions
w In the first trial to investigate the SG-P combination in 

early TNBC, 34% of pts had pCR. Additional research is 
needed to determine the optimal duration and sequence 
of neoadjuvant SG-P and chemotherapy for pts with 
TNBC



NeoSTAR phase II study of response-guided neoadjuvant sacituzumab 
govitecan and pembrolizumab (SG-P) in patients with early-stage TNBC
Abelman et al. ASCO 2025. Abstract 511

Study Design and Patients
w 50 pts with at least T2 and/or node-positive TNBC 

received 4 cycles of SG-P
w Pts not suspected to have residual disease (RD) went 

to surgery
w Those with pCR received 4 cycles of taxane-

carbo-pembro
w Those with RD received investigator’s choice of 

adjuvant tx
w Pts suspected of having RD received additional NAC 

prior to surgery

Outcomes
w The overall pCR rate was 32%

w 24 pts were not suspected to have RD and 16 of 
these had a pCR

w RD was suspected in 26 pts, who then received 
additional NAC; 9 of these pts had a pCR

w Toxicities were consistent with the profile of each agent

Author Conclusions
w In the first trial to investigate the SG-P combination in 

early TNBC, 34% of pts had pCR. Additional research is 
needed to determine the optimal duration and sequence 
of neoadjuvant SG-P and chemotherapy for pts with 
TNBC

Expert’s Insights 
“The overall path CR rate with the 4 cycles of the therapy was about 32%. The 18-month EFS was 90%, 
which is really very good. Toxicity, nothing surprising. I think it was as expected from pembro and saci.” 
– Dr O’Shaughnessy



ABCSG 45: Neoadjuvant olaparib-carboplatin vs TAC in early TNBC with 
homologous recombination deficiency (HRD)
Singer et al. ASCO 2025. Abstract 510

Study Design and Patients
w 90 pts with HRD+ TNBC (BRCA1/2 pathogenic variant 

or genomic instability score ≥42)
w 47% BRCA1/2 PV

w Pts randomized to 6 cycles of TAC vs carbo-olaparib 
(CO)

Outcomes
w RCB-0/I (pCR or minimal residual cancer burden) 

rates 
w Overall population

w 52% with CO vs 70.5% with TAC
w BRCA1/2 PV subgroup

w 77% with CO vs 65% with TAC
w BRCA1/2 WT subgroup

w 29% with CO vs 75% with TAC
w More myelosuppression with the CO, and more GI 

toxicity with TAC, as expected

Author Conclusions
w In this prospective randomized study in HRD+ TNBC, 6 

cycles of TAC resulted in strikingly high RCB-0/I and pCR 
rates, independent of BRCA1/2 status

w 6 cycles of OC elicited a pCR rate >77% in BRCA1/2 PV 
but were less effective in pts with BRCA1/2 WT disease



ABCSG 45: Neoadjuvant olaparib-carboplatin vs TAC in early TNBC with 
homologous recombination deficiency (HRD)
Singer et al. ASCO 2025. Abstract 510

Study Design and Patients
w 90 pts with HRD+ TNBC (BRCA1/2 pathogenic variant 

or genomic instability score ≥42)
w 47% BRCA1/2 PV

w Pts randomized to 6 cycles of TAC vs carbo-olaparib 
(CO)

Outcomes
w RCB-0/I (pCR or minimal residual cancer burden) 

rates 
w Overall population

w 52% with CO vs 70.5% with TAC
w BRCA1/2 PV subgroup

w 77% with CO vs 65% with TAC
w BRCA1/2 WT subgroup

w 29% with CO vs 75% with TAC
w More myelosuppression with the CO, and more GI 

toxicity with TAC, as expected

Author Conclusions
w In this prospective randomized study in HRD+ TNBC, 6 

cycles of TAC resulted in strikingly high RCB-0/I and pCR 
rates, independent of BRCA1/2 status

w 6 cycles of OC elicited a pCR rate >77% in BRCA1/2 PV 
but were less effective in pts with BRCA1/2 WT disease

Expert’s Insights 
“What this tells me is that if you've got the BRCA1/2, this is a very interesting regimen for patients, but if 
you've just got HRD on the basis of this genomic stability index, the olaparib and carbo does not beat TAC.” 
– Dr O’Shaughnessy



TBCRC 040/PREDICT-DNA: ctDNA, pathologic response after neoadjuvant 
therapy, and survival
Hunter et al. ASCO 2025. Abstract 1009

Study Design and Patients
w 178 pts with stage II/III BC (TN or HER2+) undergoing 

NAC
w ctDNA was assessed using the NeXT Personal® 

tumor-informed MRD assay at baseline, post-
NAC, and at 6-mo intervals following surgery

Outcomes
w 100 pts had undetectable ctDNA after NAC, and 60 

had a pCR, for a negative predictive value of 60%, 
which did not meet the primary endpoint of the study

w Pts with TNBC with detectable ctDNA after NAC were 
9.6× more likely to experience recurrence than those 
with undetectable ctDNA (P = .0006)
w Pts who did not have a pCR but who were ctDNA 

negative did as well as those with pCRs
w Pts with detectable ctDNA at any time point had worse 

outcomes than pts who were persistently ctDNA 
negative

Author Conclusions
w While lack of ctDNA detection after NAT and before 

surgery did not predict pCR, initial analysis of predefined 
secondary objectives suggest that ctDNA-negative pts 
before surgery have excellent prognosis regardless of 
pCR, particularly in TNBC

w This suggests ctDNA may be a better biomarker for long-
term clinical outcomes than pCR



TBCRC 040/PREDICT-DNA: ctDNA, pathologic response after neoadjuvant 
therapy, and survival
Hunter et al. ASCO 2025. Abstract 1009

Study Design and Patients
w 178 pts with stage II/III BC (TN or HER2+) undergoing 

NAC
w ctDNA was assessed using the NeXT Personal® 

tumor-informed MRD assay at baseline, post-
NAC, and at 6-mo intervals following surgery

Outcomes
w 100 pts had undetectable ctDNA after NAC, and 60 

had a pCR, for a negative predictive value of 60%, 
which did not meet the primary endpoint of the study

w Pts with TNBC with detectable ctDNA after NAC were 
9.6× more likely to experience recurrence than those 
with undetectable ctDNA (P = .0006)
w Pts who did not have a pCR but who were ctDNA 

negative did as well as those with pCRs
w Pts with detectable ctDNA at any time point had worse 

outcomes than pts who were persistently ctDNA 
negative

Author Conclusions
w While lack of ctDNA detection after NAT and before 

surgery did not predict pCR, initial analysis of predefined 
secondary objectives suggest that ctDNA-negative pts 
before surgery have excellent prognosis regardless of 
pCR, particularly in TNBC

w This suggests ctDNA may be a better biomarker for long-
term clinical outcomes than pCR

Expert’s Insights 
“The question is, should we be putting these patients who have residual disease [but who are ctDNA-
negative] into our randomized trials in the adjuvant setting—do they need any more therapy afterwards?  
Because they're not going to be contributing events to our [residual disease] studies.”
– Dr O’Shaughnessy



NRG-BR003: Phase III trial comparing AC followed by weekly paclitaxel ± 
carboplatin for node-positive or high-risk node-negative TNBC
Valero et al. ASCO 2025. Abstract LBA509

Study Design and Patients
w Phase III trial of 769 pts with resected node-positive or 

high-risk node-negative TNBC who were randomized 
to adjuvant therapy with AC followed by weekly 
paclitaxel ± carboplatin

Outcomes
w There was a trend toward improved iDFS in the 

carboplatin arm that did not reach statistical 
significance
w 5-yr iDFS: 82.7% vs 77.8%; HR 0.78; P = .12

w 5-yr OS favored the carboplatin arm
w 87.7% vs 84.4%; HR 0.81; 95% CI: 0.57–1.16

w 5-yr dDFS favored the carboplatin arm
w 88.4% vs 84.4%; HR 0.76; 95% CI: 0.52–1.12

Author Conclusions
w The addition of carbo to P following AC for adjuvant 

therapy of node-positive or high-risk node-negative TNBC 
did not result in a statistically significant improvement in 
IDFS, DRFI, or OS

w However, there was an increase in G≥3 treatment-related 
AE rates 



NRG-BR003: Phase III trial comparing AC followed by weekly paclitaxel ± 
carboplatin for node-positive or high-risk node-negative TNBC
Valero et al. ASCO 2025. Abstract LBA509

Study Design and Patients
w Phase III trial of 769 pts with resected node-positive or 

high-risk node-negative TNBC who were randomized 
to adjuvant therapy with AC followed by weekly 
paclitaxel ± carboplatin

Outcomes
w There was a trend toward improved iDFS in the 

carboplatin arm that did not reach statistical 
significance
w 5-yr iDFS: 82.7% vs 77.8%; HR 0.78; P = .12

w 5-yr OS favored the carboplatin arm
w 87.7% vs 84.4%; HR 0.81; 95% CI: 0.57–1.16

w 5-yr dDFS favored the carboplatin arm
w 88.4% vs 84.4%; HR 0.76; 95% CI: 0.52–1.12

Author Conclusions
w The addition of carbo to P following AC for adjuvant 

therapy of node-positive or high-risk node-negative TNBC 
did not result in a statistically significant improvement in 
IDFS, DRFI, or OS

w However, there was an increase in G≥3 treatment-related 
AE rates 

Expert’s Insights 
“These results are consistent with the PATTERN and PEARLY trials, which showed a significant benefit 
with the addition of carboplatin to perioperative therapy for high-risk TNBC, and this trial may have been 
underpowered. The SCARLET trial is going to sort out for us KEYNOTE-522 vs the NeoPACT regimen.  
But I think carbo is here to stay in the neoadjuvant setting.”
– Dr O’Shaughnessy



Advances in Early Triple-
Negative Breast Cancer
Discussion



Experts Discussed the Potential Role for PARP Inhibitor-
Containing Neoadjuvant Regimens 
PARP inhibition: Disappointing outside of BRCA1/2 mutated
The ABCSG 45 study showed that TAC produced higher pCR rates in BRCA1/2 WT 
patients, while carboplatin-olaparib was superior in those with a BRCA1/2 pathogenic 
variant, despite all patients having a high genomic instability score
w Experts found the results in the BRCA1/2 WT population disappointing, noting that the 

HRD score cutoff was relatively high
w However, experts do think the findings with olaparib plus carboplatin in the 

BRCA1/2-mutated population are encouraging
w Experts noted that while HRD signatures do appear to identify ovarian cancers sensitive 

to PARP inhibitors, none of the current HRD assays appear to be accurate in breast 
cancer
w There is substantial variability between commercial HRD assays and cutoffs, and 

a better predictive signature is needed
w Methylation assays that mimic HRD signatures are also being investigated

w The phase II neoadjuvant OlympiaN study of olaparib plus durvalumab is expected in 
the near future, potentially at SABCS 2025

Dr O’Shaughnessy:
We're still looking for our HRD 
signature. . . . We really don't have one 
in practice that we can use. It would be 
really useful, because we know beyond 
the germline BRCAs there's going to be 
patients that benefit from this regimen 
and have a high path CR too, but we 
haven't found them.

“
“



Experts Considered Strategies for Individualizing and 
Optimizing Perioperative Therapy for Early-Stage TNBC
TBCRC 040 PREDICT-DNA trial
The NeXT Personal WGS tumor-informed ctDNA assay appeared to be very accurate 
in the PREDICT-DNA trial, but more data are needed for experts to feel comfortable 
omitting adjuvant therapy for patients who have residual disease but are ctDNA 
negative. However, experts see great potential for this approach
w Experts noted that in colorectal cancer, ctDNA status is already used to direct 

postoperative therapy
w Further validation of ctDNA assays in this setting is needed, but experts suggested that 

perhaps patients who are ctDNA negative after surgery should not be included in 
residual disease adjuvant trials, since they are unlikely to contribute events

Optimizing perioperative therapy
Most experts agree that carboplatin is here to stay in perioperative regimens for 
TNBC, and questioned whether the anthracycline is necessary for all patients
w Experts favor an individualized approach to escalating or de-escalating neoadjuvant 

regimens, dependent on response
w A carboplatin-based regimen could be used initially, followed by an anthracycline 

regimen only for those patients with a suboptimal response

Dr Pegram:
Excluding [ctDNA-negative] patients 
from prospective randomized phase III 
trials, because they're not going to 
have any events—that would probably 
be the first use of the technology, in my 
opinion.

“
“



Advances in Metastatic TNBC

Conference Highlights Presented by 
Hope Rugo, MD, FASCO



Abstract Selection – Metastatic TNBC

Abstract Phase
Abstract LBA109: Sacituzumab govitecan (SG) + pembrolizumab (pembro) vs chemotherapy (chemo) + 
pembro in previously untreated PD-L1 positive advanced triple-negative breast cancer (TNBC): Primary results 
from the randomized phase 3 ASCENT-04/KEYNOTE-D19 study. (Tolaney SM, et al)

Abstract 1076: Comparing clinical benefit of trastuzumab deruxtecan (T-DXd) and sacituzumab govitecan (SG) 
in a large cohort of HER2-negative metastatic breast cancer (MBC). (Sledge GW, et al) Observational

Abstract 1019: Sacituzumab irinotecan (sac-TMT) as first-line treatment for unresectable locally 
advanced/metastatic triple-negative breast cancer (a/mTNBC): Initial results from the phase II OptiTROP-
Breast05 study. (Yin Y, et al)

Phase III

Phase II



ASCENT-04/KEYNOTE-D19: Sacituzumab govitecan plus pembro vs chemo 
plus pembro in previously untreated PD-L1+ advanced TNBC 
Tolaney et al. ASCO 2025. Abstract LBA109

Study Design and Patients
w 443 patients with PD-L1+ (CPS ≥10) mTNBC eligible for 

first-line treatment; only 4%–5% received prior 
immunotherapy

w Pts were randomized to receive pembrolizumab with either 
SG or standard chemotherapy (taxane or gem-carbo)

Outcomes
w PFS was significantly improved with SG-pembro: median 

11.2 vs 7.8 mo; HR 0.65; P <.001
w Benefit was consistent across all subgroups

w OS is immature but favors the SG arm: HR 0.89
w 81% of pts who received any subsequent treatment 

after discontinuation of chemo plus pembro received 
SG

w Toxicity data also favored the SG arm
w Although 10% of pts experienced G≥3 diarrhea, there 

were fewer discontinuations in the SG arm (12% vs 
31%)

Author Conclusions
w SG plus pembro led to a statistically significant and 

clinically meaningful improvement in PFS vs chemo 
plus pembro, with durable responses, no new safety 
concerns for SG or pembro, and a lower rate of 
treatment discontinuation due to TEAEs in pts with 
previously untreated, PD-L1+ advanced TNBC. These 
data support the use of SG plus pembro as a potential 
new SOC treatment in this pt population



ASCENT-04/KEYNOTE-D19: Sacituzumab govitecan plus pembro vs chemo 
plus pembro in previously untreated PD-L1+ advanced TNBC 
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Study Design and Patients
w 443 patients with PD-L1+ (CPS ≥10) mTNBC eligible for 

first-line treatment; only 4%–5% received prior 
immunotherapy

w Pts were randomized to receive pembrolizumab with either 
SG or standard chemotherapy (taxane or gem-carbo)

Outcomes
w PFS was significantly improved with SG-pembro: median 

11.2 vs 7.8 mo; HR 0.65; P <.001
w Benefit was consistent across all subgroups

w OS is immature but favors the SG arm: HR 0.89
w 81% of pts who received any subsequent treatment 

after discontinuation of chemo plus pembro received 
SG

w Toxicity data also favored the SG arm
w Although 10% of pts experienced G≥3 diarrhea, there 

were fewer discontinuations in the SG arm (12% vs 
31%)

Author Conclusions
w SG plus pembro led to a statistically significant and 

clinically meaningful improvement in PFS vs chemo 
plus pembro, with durable responses, no new safety 
concerns for SG or pembro, and a lower rate of 
treatment discontinuation due to TEAEs in pts with 
previously untreated, PD-L1+ advanced TNBC. These 
data support the use of SG plus pembro as a potential 
new SOC treatment in this pt population

Expert’s Insights 
“I do believe that this data is very important for us and potentially practice changing. I think this really gives 
a shot in the arm to optimize our RD-ASCENT-05, a randomized trial looking at SG pembro vs standard of 
care with pembro.”
– Dr Rugo



Comparing clinical benefit of T-DXd and SG in a large cohort of HER2– mBC
Sledge et al. ASCO 2025. Abstract 1076

Study Design and Patients
w 4,033 pts with HER2– mBC in the Caris Precision 

Oncology Alliance database treated with SG and/or T-
DXd were included in this real-world study that was 
based on insurance claims data 

Outcomes
w Time on treatment (TOT) did not differ significantly 

regardless of sequence of SG and T-DXd in the overall 
population (HR 1.06; P = .356)

w There was a trend toward better OS when T-DXd was 
used first in HR+, HER2– mBC (median 19.0 vs 14.7 
mo; P = .602)

w Both OS and TOT2 favored SG first in HR–, HER2– 
mBC
w mTOT2: 11.7 vs 7.43 mo; P <.0001
w mOS: 19.7 vs 11.8 mo; P = .001

Author Conclusions
w T-DXd showed statically significant improved outcome in 

HR+ tumors across HER2 subgroups, while in TNBC, 
both agents exhibited comparable benefit

w In pts treated with both ADCs, SG first showed preferred 
outcome in HER2-null group but not in HER2-ultralow or -
low
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w There was a trend toward better OS when T-DXd was 
used first in HR+, HER2– mBC (median 19.0 vs 14.7 
mo; P = .602)

w Both OS and TOT2 favored SG first in HR–, HER2– 
mBC
w mTOT2: 11.7 vs 7.43 mo; P <.0001
w mOS: 19.7 vs 11.8 mo; P = .001

Author Conclusions
w T-DXd showed statically significant improved outcome in 

HR+ tumors across HER2 subgroups, while in TNBC, 
both agents exhibited comparable benefit

w In pts treated with both ADCs, SG first showed preferred 
outcome in HER2-null group but not in HER2-ultralow or -
low

Expert’s Insights 
“If you gave SG before T-DXd in triple-negative disease, looks like SG might be a little bit better. Time on 
treatment too. So, SG first, T-DXd second. Then for the HR-positive patients, there is some data that 
showed there may be improvement of giving T-DXd first, which I think is our general approach anyway as 
standard of care in HR-positive, HER2-low disease, but may be affected by line of therapy. Then they 
presented this little graph about how you treat patients, which I think actually does fit in pretty well with 
what we do now in clinical practice.”
– Dr Rugo



Sacituzumab irinotecan (sac-TMT) as first-line treatment for unresectable 
a/mTNBC: Initial results from the phase II OptiTROP-Breast05 study
Yin et al. ASCO 2025. Abstract 1019

Study Design and Patients
w 41 pts with mTNBC with no prior treatment for 

advanced/metastatic disease received first-line single-
agent sac-TMT 

Outcomes
w ORR was 71% in all pts and 72% in those with a PD-

L1 CPS score <10
w Median DOR was 12.2 mo, with 12-mo DOR rate 

of 51%
w The most common G≥3 TRAEs were neutropenia 

(46%), WBC decrease (34%), anemia (12%), and 
stomatitis (10%)

Author Conclusions
w Sac-TMT demonstrated promising antitumor activity with 

a manageable safety profile as a first-line treatment for 
pts with a/mTNBC, independent of PD-L1 status
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w Median DOR was 12.2 mo, with 12-mo DOR rate 

of 51%
w The most common G≥3 TRAEs were neutropenia 

(46%), WBC decrease (34%), anemia (12%), and 
stomatitis (10%)

Author Conclusions
w Sac-TMT demonstrated promising antitumor activity with 

a manageable safety profile as a first-line treatment for 
pts with a/mTNBC, independent of PD-L1 status

Expert’s Insights 
“Their toxicities were interesting, because 10% of patients had grade 3 stomatitis. We don't know if that 
was 1 day or 10 days; we have no idea. So, when I asked the question, they said they used steroid 
mouthwash after patients got stomatitis. I think we need to be looking at ways to reduce it beforehand, and 
we're planning a study with that in 50 patients with breast and lung cancer with datopotamab using the 
steroid mouthwash, which is recommended on the label. This also would be important in these ongoing trials.” 
– Dr Rugo



Advances in Metastatic TNBC 

Discussion



Experts Discussed the Impact of the First-Line ASCENT-04 
Trial
ASCENT-04 will change clinical practice
Substituting sacituzumab govitecan (SG) for first-line chemotherapy, both in 
combination with pembrolizumab, for patients with PD-L1+ mTNBC led to a 
significant increase in PFS (median 11.2 vs 7.8 mo; HR 0.65; P <.001), with a 15% 
difference at 12 months 
w Experts all agreed that SG plus pembro is now a first-line SOC for PD-L1+ mTNBC 

w Data are considered very robust, and the PFS in the control arm is similar to that 
seen in KN-355 for chemotherapy plus pembrolizumab

w An important question: what is the PFS in patients who already received 
pembrolizumab for early-stage disease? Even registry/RWE would help to address 
this 

w Experts noted that only 50% of patients went on to second-line therapy (although some 
are still on treatment), but were very encouraged to see that 83% of those who did on 
the control arm received SG
w Experts estimated that ~30% of patients in routine clinical practice do not reach 

second-line therapy
w A press release indicated the first-line ASCENT-03 trial comparing SG vs chemo in 

patients with PD-L1– TNBC is positive

Dr Cortés:
We should congratulate the company 
and those investigators for allowing SG 
beyond progression. I think this is the 
first time ever, to the best of my 
knowledge, for a pivotal phase III study, 
that the control arm will be able to 
continue with the experimental 
treatment with SG. I think that this is 
absolutely amazing from the ethical 
perspective to the company.

“
“

https://www.gilead.com/news/news-details/2025/ascent-03-trodelvy-demonstrates-highly-statistically-significant--clinically-meaningful-improvement-in-progression-free-survival-in-patients-with-first-line-metastatic-triple-negative-breast


Experts Discussed the Potential Role for Alternative TROP2-
Targeted ADCs
Sacituzumab tirumotecan: Early data look promising
Experts were enthusiastic about the TroFuse-010 and -011 trials that will investigate 
the combination of sac-TMT and pembrolizumab in PD-L1–, HR+, HER2– and TN mBC 
w There have been intriguing data in phase II trials, and the question of whether 

pembrolizumab has a positive impact with ADCs in PD-L1– mBC is important to address
w If these studies are positive, it could help differentiate sac-TMT from the other TROP2 

ADCs, and establish a unique niche

Grade ≥3 stomatitis occurs in ~10% of patients, and needs to be addressed 
proactively
w A study is being planned that will investigate the utility of a steroid mouthwash to reduce 

stomatitis associated with Dato-DXd in patients with breast or lung cancer
w Experts also noted that the dosage of sac-TMT will be lower in the TroFuse trials than in 

the OptiTROP trials (4 mg/kg vs 5 mg/kg), which may help reduce toxicities

Dr O’Shaughnessy:
We've seen multiple phase IIs now with 
the ADCs and the patients that are PD-
L1 negative do fantastic with the IO in 
there. So, it's a really, really important 
question. I'm really happy to see those 
2 studies, and that could really 
differentiate it. Plus [TroFuse-010 is in] 
HR positive as well.

“
“



Experts Cited Ongoing Prospective Trials as Potentially 
Informative for Sequencing ADCs in HER2– mBC

TBCRC 064 TRADE-DXd: TReatment of ADC-Refractory 
Breast CancEr with Dato-DXd or T-DXd: TRADE-DXd

NCT06533826; PI: Garrido-Castro
TBCRC 067 ENCORE: ProspectivE Registry of 
Sequential ANtibody Drug COnjugates in HER2 

Negative Metastatic BREast Cancer
NCT06774027; PI: Huppert

SERIES: Phase II, single-arm, multicenter, open-label 
study of SG post-progression on T-DXd

NCT06263543; PI: Metani
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