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Conference Coverage: ASCO 2025 — Focus on Breast Cancer
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A closed-door roundtable
discussion focused on
updates from ASCO 2025
was held virtually on June
10, 2025
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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

-
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The panel consisted of 7 key
experts in breast cancer

« 5 from the US
« 2 from Europe

il

Insights report
including postmeeting
analyses and actionable
recommendations




Panel Consisting of 5 US and 2 European Breast Cancer
Experts

Sara Tolaney, MD, MPH
Dana-Farber Cancer Institute

Mark Pegram, MD
Stanford University

l Nadia Harbeck, MD, PhD
Ludwig-Maximilian
University of Munich

Hope Rugo, MD, FASCO
University of California,

San Francisco
CHAIR:

; Adam Brufsky, MD, PhD
University of Pittsburgh
School of Medicine

Javier Cortés, MD, PhD ‘
International Breast {
Cancer Center

Joyce O’Shaughnessy, MD
Baylor Sammons Cancer Institute
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Meeting Agenda (1/2)

EPICS

Time (ET/CEST) Topic Speaker/Moderator
11.00 AM — 11.05 AM/ :

17.00 — 17.05 Welcome and Introductions Adam Brufsky, MD, PhD
117'32'6;'\/'1; ;1)'20 AW New and Emerging Treatments in HER2+ Breast Cancer Sara Tolaney, MD, MPH
117'2(())'6;'\/'1; 11)'40 AM/ 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

117'12/1“/'15 53‘00 o New and Emerging Approaches in HR+, HER2- Early BC Nadia Harbeck, MD, PhD
1;88 EIV;{;QS.ZO P/ Discussion: New and Emerging Approaches in HR+, HER2— Early BC Adam Brufsky, MD, PhD
12.20 PM — 12.25 PMm/ _

18.20 — 18.25 Key Takeaways: HR+, HER2- Early BC All

12.25 Pm — 12.30 PM/ Break

18.25-18.30

12'28 EN1'§ 13 40P New and Emerging Approaches in HR+, HER2- mBC Javier Cortés, MD, PhD
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Meeting Agenda (2/2)
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Time (ET/CEST)

Topic

Speaker/Moderator

12.40 PM — 12.45 PM/ , e .

18.40 — 18.45 Questions and Clarifications Adam Brufsky, MD, PhD
1222 E'\qggg'% P/ New and Emerging Approaches in HR+, HER2— mBC (cont.) Mark Pegram, MD

12.55 PMm — 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

1'91 ?5”\_/' 1_91'2255 Pl Advances in Early Triple-Negative Breast Cancer (TNBC) Joyce O’Shaughnessy, MD
1.25 PM — 1.35 PM/ : . .

1925 _ 19 35 Discussion: Advances in Early TNBC Adam Brufsky, MD, PhD
195 PM = 1.45 P/ Advances in Metastatic TNBC (mTNBC) Hope Rugo, MD, FASCO
19.35-19.45

1.45 PM — 1.55 PMm/ : . .

19.45 — 19.55 Discussion: Advances in mTNBC Adam Brufsky, MD, PhD
1.55 Pm — 2.00 P™m/ ) :

19.55 — 20.00 Key Takeaways: Advances in Early and mTNBC All

gbogopw Meeting Close Adam Brufsky, MD, PhD
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New and Emerging
Treatments in HER2+
Breast Cancer

Conference Highlights Presented by
Sara Tolaney, MD, MPH




Abstract Selection —- HER2+ mBC (1/2)
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Abstract Selection —- HER2+ mBC (2/2)
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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
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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
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Phase IB/Il 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
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Phase IB/ll 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
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ctDNA-based MRD measured by Guardant Reveal in HER2+ mBC with long-term J3=«3

disease control on first-line trastuzumab-pertuzumab
Llombart-Cussac et al. ASCO 2025. Abstract 1052
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ctDNA-based MRD measured by Guardant Reveal in HER2+ mBC with long-term J3=«3

disease control on first-line trastuzumab-pertuzumab
Llombart-Cussac et al. ASCO 2025. Abstract 1052
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Treatment rechallenge after T-DXd-related interstitial lung disease: A multi-

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

institution cohort study
Rugo et al. ASCO 2025. Abstract 1015
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Genomic alterations associated with durability of benefit from T-DXd,

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

T-DM1, and SG in mBC
O’Meara et al. ASCO 2025. Abstract 1048
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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
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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
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Molecular and clinical insights of T-DXd efficacy in advanced breast cancer (aBC) Fax[es
Farhat et al. ASCO 2025. Abstract 1040
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Phase Il 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
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Phase Il 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
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De-escalated neoadjuvant THP with or without carboplatin in HER2+ eBC:

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

neoCARHP phase lll trial
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Experts Discussed the Anticipated Impact of DESTINY-
Breast09 on First-Line Treatment of HER2+ mBC (1/2)
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Experts Discussed the Anticipated Impact of DESTINY-
Breast09 on First-Line Treatment of HER2+ mBC (2/2)
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Experts Discussed Clinical Experience Treating Patients Who
Develop ILD on T-DXd
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Experts Discussed Other Investigational Regimens for the
Treatment of HER2+ BC
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Experts Considered Whether MRD Assays Could Be Used to
Stop HER2-Targeted Therapy in Long-Term Nonprogressors
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New and Emerging
Approaches in HR+,
HER2- Early BC

Conference Highlights Presented by
Nadia Harbeck, MD, PhD




5,¢ APTITUDE wear<




Efficacy and safety of ribociclib (RIB) + nonsteroidal aromatase inhibitor (NSAI) B[«

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

in NATALEE: Analysis across menopausal status and age
Kalinsky et al. ASCO 2025. Abstract 516
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The TRADE study: A phase Il trial to assess the tolerability of abemaciclib dose

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

escalation in early-stage HR+, HER2- BC
Mayer et al. ASCO 2025. Abstract 517
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ctDNA monitoring of ER+, HER2- high-risk BC during adjuvant endocrine

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

therapy
Pusztai et al. ASCO 2025. Abstract 1010
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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
Fuamaia ot ol ACHAN N"NNAE Al bt CNEC
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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
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Efficacy and safety of elinzanetant for vasomotor symptoms associated with

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

adjuvant endocrine therapy: Phase Il OASIS 4 trial
Cardoso et al. ASCO 2025. Abstract 508
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Experts Discussed the Treatment of Premenopausal Patients
With HR+ Early Breast Cancer
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Experts Considered Options for Reducing Treatment-Related
Toxicities
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Experts Speculated on Using ctDNA Surveillance to Guide
Treatment Escalation
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Experts Discussed the Ongoing ADAPTcycle Trial
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New and Emerging
Approaches in HR+,
HER2- mBC

Conference Highlights Presented by
Javier Cortés, MD, PhD, and Mark Pegram, MD




Abstract Selection — HR+, HER2— mBC (1/2)
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Abstract Selection — HR+, HER2— mBC (2/2)

5,¢ APTITUDE wear<



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
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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
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VERITAC-2: Vepdegestrant, a PROTAC ER degrader, vs fulvestrant in ER+,

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

HER2- advanced BC
Hamilton et al. ASCO 2025. Abstract LBA1000
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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
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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
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Elacestrant (Ela) combinations with ribociclib and everolimus (Eve) in ER+,

HER2- advanced or mBC: Update from ELEVATE phase Ib/ll study
Rugo et al. ASCO 2025. Abstract 1070
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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
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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
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CCTG/BCT MA.40/FINER: Fulvestrant plus ipatasertib for advanced HER2-,

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

ER+ BC following progression on first-line CDK4/6i plus Al
Chia et al. ASCO 2025. Abstract LBA1005
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Phase l/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
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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
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Exploratory biomarker analysis of T-DXd vs TPC in HER2-low/ultralow, HR+

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

MmBC in DESTINY-Breast06
Dent et al. ASCO 2025. Abstract 1013
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Experts Discussed Implications of SERENA-6 Results (1/2)

SERENA-6: Questions remain before practice changes
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Experts Discussed Implications of SERENA-6 Results (2/2)

SERENA-6 QOL data
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Experts Considered the Impact of VERITAC-2 and a Potential
Role for Vepdegestrant
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Experts Discussed Elacestrant in Combination With Other
Targeted Agents
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Experts Discussed the Impact of the INAVO120 OS Data, and
Practical Considerations
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Conference Highlights Presented by
Joyce O’'Shaughnessy, MD




Abstract Selection — Early TNBC
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NeoSTAR phase Il study of response-guided neoadjuvant sacituzumab

govitecan and pembrolizumab (SG-P) in patients with early-stage TNBC
Abelman et al. ASCO 2025. Abstract 511
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ABCSG 45: Neoadjuvant olaparib-carboplatin vs TAC in early TNBC with

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

homologous recombination deficiency (HRD)
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TBCRC 040/PREDICT-DNA: ctDNA, pathologic response after neoadjuvant

therapy, and survival
Hunter et al. ASCO 2025. Abstract 1009
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TBCRC 040/PREDICT-DNA: ctDNA, pathologic response after neoadjuvant
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NRG-BR003: Phase lll trial comparing AC followed by weekly paclitaxel

carboplatin for node-positive or high-risk node-negative TNBC
Valero et al. ASCO 2025. Abstract LBA509
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Advances in Early Triple-
Negative Breast Cancer

Discussion




Experts Discussed the Potential Role for PARP Inhibitor-
Containing Neoadjuvant Regimens
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Experts Considered Strategies for Individualizing and
Optimizing Perioperative Therapy for Early-Stage TNBC
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Abstract Selection — Metastatic TNBC
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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

EPICS

5,¢ APTITUDE wear<
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plus pembro in previously untreated PD-L1+ advanced TNBC
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Comparing clinical benefit of T-DXd and SG in a large cohort of HER2- mBC
Sledge et al. ASCO 2025. Abstract 1076
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Comparing clinical benefit of T-DXd and SG in a large cohort of HER2- mBC
Sledge et al. ASCO 2025. Abstract 1076
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Sacituzumab irinotecan (sac-TMT) as first-line treatment for unresectable

a/mTNBC: Initial results from the phase Il OptiTROP-Breast05 study
Yin et al. ASCO 2025. Abstract 1019
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Experts Discussed the Impact of the First-Line ASCENT-04
Trial
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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
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Experts Cited Ongoing Prospective Trials as Potentially
Informative for Sequencmg ADCs in HER2—- mBC
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