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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll





Implications of Recent Data Sets for the Current 
and Future Management of Lung Cancer

Moderator
Neil Love, MD

Faculty

Tuesday, November 14, 2023
5:00 PM – 6:30 PM ET

Part 3 of a 3-Part Post-ESMO Congress 2023 CME/MOC-Accredited Live Webinar Series

Luis Paz-Ares, MD, PhD
Zofia Piotrowska, MD, MHS

David R Spigel, MD



Meet The Professor
Optimizing the Management 
of Gastroesophageal Cancers

Thursday, November 16, 2023
5:00 PM – 6:00 PM ET

Samuel J Klempner, MD
Faculty 

Moderator
Neil Love, MD



Inside the Issue: Targeted and Immunotherapeutic 
Approaches for Biliary Tract Cancers

Moderator
Neil Love, MD

Faculty

Wednesday, November 29, 2023
5:00 PM – 6:00 PM ET

A CME/MOC-Accredited Live Webinar

Lipika Goyal, MD, MPhil
Milind Javle, MD



ER-Positive Metastatic 
Breast Cancer

Tuesday, December 5, 2023
7:15 PM – 9:15 PM CT

Localized HER2-Negative 
Breast Cancer

Wednesday, December 6, 2023
7:15 PM – 9:15 PM CT

Beyond the Guidelines: Clinical Investigator Perspectives 
on the Management of Breast Cancer

Moderator
Neil Love, MD

A 3-Part CME Satellite Symposium Series Held in Partnership
with the 2023 San Antonio Breast Cancer Symposium®

HER2-Low Breast Cancer
Thursday, December 7, 2023

7:15 PM – 8:45 PM CT



Follicular, Mantle Cell
and Hodgkin Lymphoma

7:30 AM – 10:00 AM PT

Diffuse Large B-Cell Lymphoma
11:30 AM – 1:30 PM PT

Beyond the Guidelines: Clinical Investigator Perspectives 
on the Management of Hematologic Cancers

Moderator
Neil Love, MD

A 4-Part CME Friday Satellite Symposium Series Preceding 
the 65th ASH Annual Meeting and Exposition

Chronic Lymphocytic Leukemia
3:15 PM – 5:15 PM PT

Multiple Myeloma
7:00 PM – 9:00 PM PT

Friday, December 8, 2023



JOIN US IN 2024 FOR THE RETURN OF

A Multitumor CME/MOC- and NCPD-Accredited 
Educational Conference Developed in Partnership 

with Florida Cancer Specialists and Research Institute

MARCH 22-24, 2024
JW Marriott Miami Turnberry

To Learn More or to Register, Visit
www.ResearchToPractice.com/Meetings/GMO2024



Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.



Implications of Recent Data Sets for the Current 
and Future Management of Breast Cancer

Moderator
Neil Love, MD

Faculty

Thursday, November 9, 2023
5:00 PM – 6:00 PM ET

Part 2 of a 3-Part Post-ESMO Congress 2023 CME/MOC-Accredited Live Webinar Series

Aditya Bardia, MD, MPH
Sara M Tolaney, MD, MPH



Faculty

Moderator
Neil Love, MD
Research To Practice
Miami, Florida

Aditya Bardia, MD, MPH
Director, Breast Cancer Research Program
Associate Professor
Harvard Medical School
Attending Physician
Massachusetts General Hospital
Boston, Massachusetts

Sara M Tolaney, MD, MPH
Chief, Division of Breast Oncology
Associate Director, Susan F Smith Center for Women's Cancers
Senior Physician
Dana-Farber Cancer Institute
Associate Professor of Medicine
Harvard Medical School
Boston, Massachusetts



We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll



Implications of Recent Data Sets for the Current 
and Future Management of Lung Cancer

Moderator
Neil Love, MD

Faculty

Tuesday, November 14, 2023
5:00 PM – 6:30 PM ET

Part 3 of a 3-Part Post-ESMO Congress 2023 CME/MOC-Accredited Live Webinar Series

Luis Paz-Ares, MD, PhD
Zofia Piotrowska, MD, MHS

David R Spigel, MD



Meet The Professor
Optimizing the Management 
of Gastroesophageal Cancers

Thursday, November 16, 2023
5:00 PM – 6:00 PM ET

Samuel J Klempner, MD
Faculty 

Moderator
Neil Love, MD



Inside the Issue: Targeted and Immunotherapeutic 
Approaches for Biliary Tract Cancers

Moderator
Neil Love, MD

Faculty

Wednesday, November 29, 2023
5:00 PM – 6:00 PM ET

A CME/MOC-Accredited Live Webinar

Lipika Goyal, MD, MPhil
Milind Javle, MD



ER-Positive Metastatic 
Breast Cancer

Tuesday, December 5, 2023
7:15 PM – 9:15 PM CT

Localized HER2-Negative 
Breast Cancer

Wednesday, December 6, 2023
7:15 PM – 9:15 PM CT

Beyond the Guidelines: Clinical Investigator Perspectives 
on the Management of Breast Cancer

Moderator
Neil Love, MD

A 3-Part CME Satellite Symposium Series Held in Partnership
with the 2023 San Antonio Breast Cancer Symposium®

HER2-Low Breast Cancer
Thursday, December 7, 2023

7:15 PM – 8:45 PM CT



Follicular, Mantle Cell
and Hodgkin Lymphoma

7:30 AM – 10:00 AM PT

Diffuse Large B-Cell Lymphoma
11:30 AM – 1:30 PM PT

Beyond the Guidelines: Clinical Investigator Perspectives 
on the Management of Hematologic Cancers

Moderator
Neil Love, MD

A 4-Part CME Friday Satellite Symposium Series Preceding 
the 65th ASH Annual Meeting and Exposition

Chronic Lymphocytic Leukemia
3:15 PM – 5:15 PM PT

Multiple Myeloma
7:00 PM – 9:00 PM PT

Friday, December 8, 2023



JOIN US IN 2024 FOR THE RETURN OF

A Multitumor CME/MOC- and NCPD-Accredited 
Educational Conference Developed in Partnership 

with Florida Cancer Specialists and Research Institute

MARCH 22-24, 2024
JW Marriott Miami Turnberry

To Learn More or to Register, Visit
www.ResearchToPractice.com/Meetings/GMO2024





Implications of Recent Data Sets for the Current 
and Future Management of Breast Cancer

Moderator
Neil Love, MD

Faculty

Thursday, November 9, 2023
5:00 PM – 6:00 PM ET

Part 2 of a 3-Part Post-ESMO Congress 2023 CME/MOC-Accredited Live Webinar Series

Aditya Bardia, MD, MPH
Sara M Tolaney, MD, MPH



Commercial Support

This activity is supported by educational grants from Daiichi Sankyo Inc, 
Exact Sciences Corporation, and Merck.

Research To Practice CME Planning Committee Members, 
Staff and Reviewers

Planners, scientific staff and independent reviewers for Research To Practice 
have no relevant conflicts of interest to disclose.



Dr Bardia — Disclosures

Consulting Agreements and 
Contracted Research

AstraZeneca Pharmaceuticals LP, Daiichi Sankyo Inc, Genentech, a 
member of the Roche Group, Gilead Sciences Inc, Lilly, Menarini Group, 
Merck, Novartis, Pfizer Inc, Radius Health Inc, Sanofi



Dr Tolaney — Disclosures

Consulting Agreements

Aadi Bioscience, ARC Therapeutics, Artios Pharma Limited, AstraZeneca 
Pharmaceuticals LP, Bayer HealthCare Pharmaceuticals, Blueprint 
Medicines, Bristol Myers Squibb, CytomX Therapeutics, Daiichi Sankyo 
Inc, Eisai Inc, Genentech, a member of the Roche Group, Gilead Sciences 
Inc, Incyte Corporation, Infinity Pharmaceuticals Inc, Jazz 
Pharmaceuticals Inc, Lilly, Menarini Group, Merck, Myovant Sciences, 
Natera Inc, Novartis, OncXerna Therapeutics Inc, Pfizer Inc, Reveal 
Genomics, Sanofi, Seagen Inc, Stemline Therapeutics Inc, Umoja 
Biopharma, Zentalis Pharmaceuticals, Zetagen, Zymeworks Inc

Contracted Research

AstraZeneca Pharmaceuticals LP, Bristol Myers Squibb, Daiichi Sankyo Inc, 
Eisai Inc, Exelixis Inc, Genentech, a member of the Roche Group, Gilead 
Sciences Inc, Lilly, Merck, NanoString Technologies, Novartis, OncoPep, 
Pfizer Inc, Seagen Inc



This educational activity contains discussion of published and/or investigational 
uses of agents that are not indicated by the Food and Drug Administration. 
Research To Practice does not recommend the use of any agent outside of the 
labeled indications. Please refer to the official prescribing information for each 
product for discussion of approved indications, contraindications and warnings. 
The opinions expressed are those of the presenters and are not to be construed 
as those of the publisher or grantors.



Key Data Sets 

Sara M Tolaney, MD, MPH
• Gluz O et al. Multiparametric prognostic score in early HR+/HER2- breast cancer: Impact 

of recurrence score, clinical-pathological factors, gene mutations and histology. ESMO 
2023;Abstract LBA24. 

• Sparano JA et al. Trial Assigning Individualized Options for Treatment (TAILORx): An update 
including 12-year event rates. SABCS 2022;Abstract GS1-05.

• Gray RG et al. Effects of ovarian ablation or suppression on breast cancer recurrence and 
survival: Patient-level meta-analysis of 14,993 pre-menopausal women in 25 randomized 
trials. ASCO 2023;Abstract 503. 

• Harbeck N et al. Adjuvant abemaciclib plus endocrine therapy for HR+, HER2-, high-risk 
early breast cancer: Results from a preplanned monarchE overall survival interim analysis, 
including 5-year efficacy outcomes. ESMO 2023;Abstract LBA17.

• Slamon DH et al. Ribociclib and endocrine therapy as adjuvant treatment in patients with 
HR+/HER2- early breast cancer: Primary results from the phase III NATALEE trial. ASCO 
2023;Abstract LBA500. 



Key Data Sets 

Sara M Tolaney, MD, MPH (continued)
• Bardia A et al. Invasive disease-free survival (iDFS) across key subgroups from the phase III 

NATALEE study of ribociclib (RIB) + a nonsteroidal aromatase inhibitor (NSAI) in patients 
(pts) with HR+/HER2- early breast cancer (EBC). ESMO 2023;Abstract LBA23. 

• Cardoso F et al. KEYNOTE-756: Phase III study of neoadjuvant pembrolizumab (pembro) or 
placebo (pbo) + chemotherapy (chemo), followed by adjuvant pembro or pbo + endocrine 
therapy (ET) for early-stage high-risk ER+/HER2- breast cancer. ESMO 2023;Abstract 
LBA21.

• Loi S et al. A randomized, double-blind trial of nivolumab (NIVO) vs placebo (PBO) with 
neoadjuvant chemotherapy (NACT) followed by adjuvant endocrine therapy (ET) ± NIVO 
in patients (pts) with high-risk, ER+ HER2- primary breast cancer (BC). ESMO 
2023;Abstract LBA20. 



Key Data Sets 

Sara M Tolaney, MD, MPH (continued)
• Schmid P et al. Pembrolizumab or placebo plus chemotherapy followed by 

pembrolizumab or placebo for early-stage TNBC: Updated EFS results from the phase III 
KEYNOTE-522 study. ESMO 2023;Abstract LBA18. 

• Gianni L et al. Event-free survival (EFS) analysis of neoadjuvant taxane/carboplatin with or 
without atezolizumab followed by an adjuvant anthracycline regimen in high-risk triple 
negative breast cancer (TNBC): NeoTRIP Michelangelo randomized study. ESMO 
2023;Abstract LBA19.

• Tutt A et al. Pre-specified event driven analysis of overall survival (OS) in the OlympiA 
phase III trial of adjuvant olaparib (OL) in germline BRCA1/2 mutation (gBRCAm) 
associated breast cancer. ESMO Virtual Plenary 2022;Abstract VP1-2022.



Key Data Sets 

Aditya Bardia, MD, MPH
• Hurvitz SA et al. A pooled analysis of trastuzumab deruxtecan (T-DXd) in patients (pts) with 

HER2-positive (HER2+) metastatic breast cancer (mBC) with brain metastases (BMs) from 
DESTINY-Breast (DB) -01, -02, and -03. ESMO 2023;Abstract 377O. 

• Curigliano G et al. Tucatinib versus placebo added to trastuzumab and capecitabine for 
patients with pretreated HER2+ metastatic breast cancer with and without brain 
metastases (HER2CLIMB): Final overall survival analysis. Ann Oncol 2022 March;33(3):321-9.

• Modi S et al. Trastuzumab deruxtecan (T-DXd) versus treatment of physician’s choice (TPC) 
in patients (pts) with HER2-low unresectable and/or metastatic breast cancer (mBC): 
Updated survival results of the randomized, phase III DESTINY-Breast04 study. ESMO 
2023;Abstract 376O. 

• Li B et al. Efficacy and safety of trastuzumab deruxtecan (T-DXd) in patients (pts) with solid 
tumors harboring specific HER2-activating mutations (HER2m): Primary results from the 
international phase II DESTINY-PanTumor01 (DPT-01) study. ESMO 2023;Abstract 654O. 



Key Data Sets 

Aditya Bardia, MD, MPH (continued)
• Tolaney SM et al. Final overall survival (OS) analysis from the phase 3 TROPiCS-02 study of 

sacituzumab govitecan (SG) in patients (pts) with hormone receptor-positive/HER2-
negative (HR+/HER2-) metastatic breast cancer (mBC). ASCO 2023;Abstract 1003. 

• Cortés J et al. Efficacy and safety analyses by prior lines of chemotherapy from the phase III 
TROPiCS-02 study of sacituzumab govitecan (SG) vs treatment of physician’s choice (TPC) in 
patients (pts) with HR+/HER2- metastatic breast cancer (mBC). ESMO 2023;Abstract 389P. 

• Bardia A et al. Datopotamab deruxtecan (Dato-DXd) vs chemotherapy in previously-treated 
inoperable or metastatic hormone receptor-positive, HER2-negative (HR+/HER2-) breast 
cancer (BC): Primary results from the randomised phase III TROPION-Breast01 trial. ESMO 
2023;Abstract LBA11. 



Key Data Sets 

Aditya Bardia, MD, MPH (continued)
• Schmid P et al. Datopotamab deruxtecan (Dato-DXd) + durvalumab (D) as first-line (1L) 

treatment for unresectable locally advanced/metastatic triple-negative breast cancer 
(a/mTNBC): Updated results from BEGONIA, a phase Ib/II study. ESMO 2023;Abstract 
379MO. 

• Hamilton EP et al. A phase 2 study of HER3-DXd in patients (pts) with metastatic breast 
cancer (MBC). ASCO 2023;Abstract 1004. 

• Zhang J et al. First-in-human/phase I trial of HS-20089, a B7-H4 ADC, in patients with 
advanced solid tumors. ESMO 2023;Abstract 381O. 



Agenda

INTRODUCTION: Pan-tumor approval of novel agents

MODULE 1: Treatment of ER-positive localized breast cancer (BC)

MODULE 2: Immunotherapy in localized BC

MODULE 3: PARP inhibition in BRCA-mutated localized BC

MODULE 4: Antibody-drug conjugates in metastatic disease (trastuzumab 
deruxtecan, sacituzumab govitecan, datopotamab deruxtecan, patritumab 
deruxtecan)



Agenda

INTRODUCTION: Pan-tumor approval of novel agents

MODULE 1: Treatment of ER-positive localized breast BC

MODULE 2: Immunotherapy in localized BC

MODULE 3: PARP inhibition in BRCA-mutated localized BC

MODULE 4: Antibody-drug conjugates in metastatic disease (trastuzumab 
deruxtecan, sacituzumab govitecan, datopotamab deruxtecan, patritumab 
deruxtecan)



Potential of Trastuzumab Deruxtecan as a Tissue-Agnostic Drug
“Over the last six years, the FDA has approved seven tissue agnostic drugs, and more are anticipated 
in the future. One promising candidate for a tissue agnostic classification is the antibody-drug 
conjugate trastuzumab deruxtecan (T-DXd). Currently, T-DXd is approved for the treatment of HER2-
positive and HER2-low breast cancer, HER2-positive gastric or gastroesophageal junction 
adenocarcinoma, and non-small cell lung cancer with activating HER2 mutations. Ongoing clinical 
research is exploring the potential of T-DXd in various solid tumors that harbor specific HER2 
molecular alterations, and encouraging results, including the interim data from the DESTINY-
PanTumor02 trial, have been published, which suggest a tissue agnostic potential.

Published Phase I data as well as the interim results from the Phase II DESTINY-PanTumor02 trial 
indicate that patients with different HER2-positive advanced solid tumors may benefit from treatment 
with T-DXd. Based on the currently available data, it seems likely that T-DXd possesses pan-tumor 
activity. However, different clinical trials are ongoing, and it will be necessary to see the results from 
these trials before drawing a final conclusion. When discussing tissue agnostic potential, it is 
important to add that for most of the patients enrolled in the DESTINY-PanTumor02 and other trials, 
few treatment alternatives seem to exist, and T-DXd might be able to cover an unmet medical need.”

Jorgesen JT. Oncology 2023 August 31;[Online ahead of print].
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ADJUVANT ENDOCRINE THERAPY IN ER+ EBC

Stephen R D Johnston

• Tamoxifen, Aromatase inhibitors

• Ovarian suppression (LHRH analogues) in high-risk 
premenopausal women

• Extended adjuvant therapy (10 years vs. 5 years)

• Identifying those with primary endocrine 
resistance HR-positive BC, and preventing or 
delaying recurrence with additional therapy

Endocrine therapy

Unmet need 

Cardoso F, et al. Ann Oncol. 2019;30:1194–1220.
Early Breast Cancer Trialists' Collaborative Group (EBCTCG). Lancet. 2015;386:1341–1352.

• Understanding who does / does not need 
adjuvant chemotherapy

Primary endocrine resistance

Courtesy of Sara M Tolaney, MD, MPH



Prognostic score in validation cohorts
CT cohortET cohort

CT cohort prognostic score consisting of tumor and 
nodal stage, RS, ILC, PR expression (by IHC)
Sensitivity of 54% / specificity of 72%

ET cohort prognostic score including tumor 
stage and PR expression (by IHC)

5-y iDFS: 
L: 95.1% [92.7%; 96.8%]
H: 90.3% [86.8%; 93.0%]

5-y iDFS: 
L: 89.3% [85.7%; 92.0%]
H: 72.0% [64.7%; 78.0%]

Gluz O et al, ESMO 2023Courtesy of Sara M Tolaney, MD, MPH



TAILORx Updated Analysis: Conclusions

Sparano JA et al. SABCS 2022;Abstract GS1-05.



Case Presentation – Dr Tolaney: Recurrence Score

• 54 yo postmenopausal healthy woman with a mammographic 
abnormality is found to have a grade 3 IDC ER+, PR+ HER2 1+
• Undergoes lumpectomy and sentinel node biopsy
• 9mm grade 3 IDC ER+, PR+, HER2 1+, 0/1 SN

• Recurrence Score: 37



What about ovarian suppression?

Ovarian ablation/suppression vs not: Recurrence by age

aER-weighted estimates

Gray R, et al. ASCO 2023. Abstract 503

(A) No chemotherapy or premenopausal after 
chemotherapy 

(B) Premenopausal prior to chemotherapy, 
uncertain aftera

Courtesy of Sara M Tolaney, MD, MPH



monarchE: Study Design (NCT03155997)

Harbeck N et al, ESMO 2023Courtesy of Sara M Tolaney, MD, MPH



NATALEE study design

Bardia A et al, ESMO 2023

Primary end point
– iDFS using STEEP criteria 
 Secondary end points
– Recurrence-free survival
– Distant disease–free survival
– OS
– HRQoL
– Safety and tolerability
– PK 
Exploratory end points
– Locoregional recurrence–free 

survival
– Gene expression and alterations 

in tumor ctDNA/ctRNA samples

Ribociclib
400 mg/day 

3 weeks on/1 week off 
for 3 years 

R 1:1c

NSAI
Letrozole or anastrozoled 

for               ≥5 years 
+ goserelin in men and 
premenopausal women

NSAI
Letrozole or 

anastrozoled for                 
≥5 years 

+ goserelin in men and 
premenopausal women

• Adult patients with HR+/HER2− EBC
• Prior ET allowed up to 12 months
• Anatomic stage IIAa

• N0 with:
• Grade 2 and evidence of high risk:

• Ki-67 ≥20%
• Oncotype DX Breast Recurrence Score ≥26 or
• High risk via genomic risk profiling

• Grade 3
• N1

• Anatomic stage IIBa 
• N0 or N1

• Anatomic stage III
• N0, N1, N2, or N3

N = 5101b 
Randomization stratification
Anatomic stage: II vs III
Menopausal status: men and premenopausal women vs postmenopausal women
Prior (neo)adjuvant chemotherapy: yes vs no
Geographic location: North America/Western Europe/Oceania vs rest of world

ctDNA/RNA, circulating tumor DNA/RNA; EBC, early breast cancer; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; HRQoL, health-related quality of life; iDFS, invasive disease-free survival; NSAI, 
nonsteroidal aromatase inhibitor; OS, overall survival; PK, pharmacokinetics; R, randomized; STEEP, Standardized Definitions for Efficacy End Points in adjuvant breast cancer trials. 
a Enrollment of patients with stage II disease was capped at 40%. b 5101 patients were randomized from January 10, 2019, to April 20, 2021. c Open-label design. d Per investigator choice.
1. Slamon D, et al. ASCO 2023. Oral; abstract LBA500. 2. Slamon DJ, et al. J Clin Oncol. 2019;37(15 suppl). Abstract TPS597.

Courtesy of Sara M Tolaney, MD, MPH



> Grade 3 AE monarchE NATALEE
Abema No Abema Ribo No Ribo

Neutropenia 19.7% 0.8% 43.8% 0.8%
Liver-Related AE* 1.8-2.6% 0.5-0.7% 8.3% 1.5%

QTC interval Prolongation N/A N/A 1.0% 0.5%
Diarrhea 7.8% 0.2% 0.6% 0.1%
Fatigue 2.9% 0.1% 0.7% 0.2%

VTE 1.3% 0.3% 0.6% 0.2%

Ribociclib: 19%Abemaciclib: 18.5%

monarchE and NATALEE: Tolerability

Johnston S et al Lancet Oncology 2023; Johnston S et al SABCS 2023; Slamon D et al ASCO 2023
Rugo et al Annals of Oncology 2022; Fasching et al ESMO Virtual Plenary 2023

Discontinued due to AE
Different AEs

QOL tools did not capture early events (first QOL at 3 months)

Courtesy of Sara M Tolaney, MD, MPH



Adjuvant CDK4/6 inhibition
• Adjuvant abemaciclib is standard of care for patients with high-risk 

ER+ breast cancer

• Will need to await longer follow-up data from NATALEE to understand 
benefits when patients have completed adjuvant ribociclib therapy

• Could expand number of patients that benefit from therapy into intermediate 
risk patients

• Multiple remaining questions:
• What is the optimal duration of therapy?

• Is there an optimal CDK4/6 inhibitor?

Courtesy of Sara M Tolaney, MD, MPH
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Preoperative Checkpoint Inhibition in ER+ Breast Cancer

Loi S et al, LBA20, ESMO 2023Cardoso F et al, LBA21, ESMO 2023

KEYNOTE-756 CheckMate 7FL

Courtesy of Sara M Tolaney, MD, MPH
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Preoperative Checkpoint Inhibition in ER+ Breast Cancer: pCR 

KEYNOTE-756

Courtesy of Sara M Tolaney, MD, MPH



-30 -20 -10 0 10 20 30 40 50
Difference in pCR rate (percentage points)

Overall 154/635 (24.3) 100/643 (15.6) 8.5 (4.2 to 12.8)
Pembrolizumab Arm Placebo Arm

pCR
Rate Difference

(95% CI)

No. with pCR/No. of Participants (%)

Positive

135/546 (24.7) 89/567 (15.7) 9.0 (4.3 to 13.8)

Negative

19/89 (21.3) 11/76 (14.5) 6.9 (–5.2 to 18.6)

T1/T2

143/482 (29.7) 96/489 (19.6) 9.8 (4.4 to 15.2)

T3/T4

11/153 (7.2) 4/154 (2.6) 4.5 (–0.4 to 10.1)

Every 3 weeks 97/415 (23.4) 55/425 (12.9) 10.4 (5.3 to 15.7)
Every 2 weeks 54/183 (29.5) 44/187 (23.5) 6.0 (–3.0 to 15.0)

<65 years

111/402 (27.6) 71/413 (17.2) 10.4 (4.7 to 16.1)

³65 years

43/233 (18.5) 29/230 (12.6) 5.8 (–0.8 to 12.5)

0

135/601 (22.5) 87/600 (14.5) 8.0 (3.6 to 12.4)

1

19/34 (55.9) 13/43 (30.2) 25.6 (3.3 to 45.8)

Nodal status

Tumor size

Anthracycline schedule

Age category

ECOG PS

Subgroup

Favors
Pembrolizumab Arm

Favors
Placebo Arm

PD-L1 status
Positive (CPS ³1)
Negative (CPS <1)

ER positivity
³10%
<10%

142/570 (24.9) 91/588 (15.5) 9.4 (4.8 to 14.1)
12/65 (18.5) 9/55 (16.4) 2.1 (–12.2 to 15.8)

143/570 (25.1) 92/582 (15.8) 9.3 (4.6 to 13.9)
11/65 (16.9) 8/61 (13.1) 3.8 (–9.2 to 16.7)

• 75% of ER+ Tumours PD-L1 
Positive by 22C3 CPS assay 
(using CPS 1 cut-off)

• Benefit for Pembrolizumab 
seen regardless of PD-L1 
status

• Larger difference in pCR
rates in PD-L1 Positive vs 
Negative tumours (9.8% vs 
4.5%, respectively)

• Benefits in ER-low (5% of 
study) similar to KN522

* PD-L1 assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx and measured using the combined positive score 
(CPS; number of PD-L1–positive tumor cells, lymphocytes, and macrophages divided by total number of tumor cells x 100).

KN-756: pCR (ypT0/Tis ypN0) in Subgroups & PD-L1 Status

Cardoso F et al, LBA21, ESMO 2023Courtesy of Sara M Tolaney, MD, MPH



CM-7FL: pCR (ypT0/Tis, ypN0) rate by PD-L1 status *

*  PD-L1 immune cells and PD-L1–expressing tumor-infiltrating 
immune cells as percentage of tumor area using the VENTANA SP142 
assay. 

PD-L1 status*

Δa,f 24.1 (10.7–37.5)
Odds ratioc,f 3.11 (1.58–6.11)
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39/88 17/84

Arm A: NIVO + NACT / NIVO + ET 

Arm B: PBO + NACT / ET 

Δ 3.6 (−3.6–10.7)

24/169

18/169

• 34% of ER+ Tumors PD-L1 Positive 
by SP142 assay

• Benefit for Nivolumab much 
greater in PD-L1 positive tumours 
with difference in pCR for PD-L1 
Positive vs Negative 24.8% vs 
3.6%, respectively

• <5% of pts had ER-low tumors

39/88 17/84 24/169 18/169

Loi S et al, LBA20, ESMO 2023Courtesy of Sara M Tolaney, MD, MPH



Toxicity with Preoperative Checkpoint Inhibition
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Pembro 
Arm
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Placebo 
Arm

(N = 642)

Any grade 98.4% 98.6%

Grade 3-5 52.5% 46.4%

Serious 18.5% 10.3%

Led to death 0.2%a 0

Led to 
discontinuation of 
any drug

19.1% 10.1%

AE

TRAE

SAE

TRSAE

AE leading to 
discontinuation

TRAE leading to 
discontinuation

Any grade

Grade 3–4

Grade 5

Loi S et al, LBA20, ESMO 2023Cardoso F et al, LBA21, ESMO 2023

Any grade

Grade 3–4

Grade 5

Arm A: NIVO + NACT / NIVO + ET Arm B: PBO + NACT / ET 

1 death in PEMBRO arm due to acute myocardial infarct 
(QT related) 

2 deaths in NIVO arm due to pneumonitis, hepatitis

CheckMate 7FLKEYNOTE-756

5% adrenal Insuff, 2% hypophysitis
5% hepatitis, 3% pneumonitis

2.5% Adrenal Insuff, 1.9% hypophysitis
1.3% hepatitis, 2.8% pneumonitis

Courtesy of Sara M Tolaney, MD, MPH



Are we ready to start using checkpoint inhibition in the 
preoperative setting for stage 2/3 high grade ER+ breast 
cancer?

• Relationship between pCR and EFS is less clear in ER+ breast cancerà patients 
receive additional adjuvant therapy that can influence EFS

• CheckMate 7FL will not be powered for EFS given study was stopped early due to changing 
landscape with approval of adjuvant abemaciclib

• Critical to await EFS data to understand long term impact

• Need to balance toxicity with benefits seen

• Important to understand relationship between PD-L1 status and EFS

• Further studies needed to understand safety of sequencing CDK4/6 inhibition post checkpoint 
inhibition given high rates of hepatitis/pneumonitis that have been seen with concurrent use in other 
studies

• Limitation: No use of adjuvant CDK4/6i given concerns of safety with concurrent 
CDK4/6i and checkpoint inhibition

Courtesy of Sara M Tolaney, MD, MPH



What about checkpoint inhibition in TNBC?
KEYNOTE-522 5-year analysis

Stratification Factors:
• Nodal status (+ vs -)
• Tumor size (T1/T2 vs T3/T4)
• Carboplatin schedule (QW vs Q3W) 

Key Eligibility Criteria
• Age ≥18 years
• Newly diagnosed TNBC of 

either T1c N1-2 or T2-4 N0-2
• ECOG PS 0-1
• Tissue sample for PD-L1 

assessmenta

Neoadjuvant Treatment 1
(cycles 1-4; 12 weeks)

Neoadjuvant Treatment 2 
(cycles 5-8; 12 weeks)

Adjuvant Treatment
(cycles 1-9; 27 weeks) 

Carboplatinb + 
Paclitaxelc

Doxod/Epirubicine + 
Cyclophosphamidef

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W

Placebo

Placebo

R 
2:1

N = 1174

Neoadjuvant Phase Adjuvant Phase

Carboplatinb + 
Paclitaxelc

Doxod/Epirubicine + 
Cyclophosphamidef

S
U
R
G
E
R
Y

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends 
after definitive surgery (post-treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes 
radiation therapy as indicated (post-treatment included)

aMust consist of at least 2 separate tumor cores from the primary tumor. bCarboplatin dose was AUC 5 Q3W or AUC 1.5 QW. cPaclitaxel dose was 80 mg/m2 QW. dDoxorubicin 
dose was 60 mg/m2 Q3W. eEpirubicin dose was 90 mg/m2 Q3W. fCyclophosphamide dose was 600 mg/m2 Q3W.

Primary Endpoints
• pCR (ypT0/Tis ypN0)
• EFS
Secondary Endpoints
• pCR (ypT0 ypN0 and ypT0/Tis)
• pCR, EFS, and OS in PD-L1+ population
• Safety

Courtesy of Sara M Tolaney, MD, MPH



84.5%

76.8%

Median follow-upc: 39.1 mo
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No. at risk
784 769 728 702 681 665 654 643 631 612 0411 162

390 382 358 329 311 299 292 286 284 274 0189 79

81.3%

72.3%

aHazard ratio (CI) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. bPrespecified P-value boundary of 0.00517 
was crossed. cDefined as the time from randomization to the data cutoff date of March 23, 2021. dDefined as the time from randomization to the data cutoff date of March 23, 2023.

IA6 Events
HR 

(95% CI)
Pembro + Chemo/Pembro 18.5% 0.63a 

(0.49-0.81)Placebo + Chemo/Placebo 27.7%

IA4 Events
HR 

(95% CI) P-value
Pembro + Chemo/Pembro 15.7% 0.63a 

(0.48-0.82)
0.00031b

Placebo + Chemo/Placebo 23.8%

Median follow-upd: 63.1 mo 

Courtesy of Sara M Tolaney, MD, MPH
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KEYNOTE-522: EFS by pCR (ypT0/Tis ypN0) 

108/201

92.2%

88.2%

52.3%

62.6%

pCR Yes
HR (95% CI)

0.65 (0.39-1.08)

pCR No
HR (95% CI)

0.72 (0.54-0.96)

pCR Yes
HR (95% CI) 

0.73 (0.39-1.36)

94.4%

92.5%

56.8%

67.4%

pCR No
HR (95% CI)

 0.70 (0.52-0.95)

IA4 IA6

pCRs are not all the sameCourtesy of Sara M Tolaney, MD, MPH



Likely Increasing Cure Rates with Pembrolizumab

Trial iDFS Median Follow-up
KEYNOTE-522 63.1 months

Foulkes WD et al NEJM 2010; Schmid P et al ESMO 2023Courtesy of Sara M Tolaney, MD, MPH



NeoTRIP: Phase III open-label randomized trial

Tumour & Blood 
Banked for

Correlative Studies 

*HER-2 
negative, ER 
and PgR
negative
early high-risk 
(T1cN1; T2N1; 
T3N0) or 
locally 
advanced 
unilateral
breast cancer

*ER, PgR, HER2 and  PD-L1 (SP142; pos ≥ 1% IC) were 
centrally assessed before randomization 

F
O
L
L
O
W
U
P

**Carboplatin + nab-paclitaxel
weekly for 2 wks every 3
for 8 cycles

**Carboplatin + nab-paclitaxel
weekly for 2 wks every 3
for 8 cycles
+ Atezolizumab day 1 every 3 
wks for 8 cycles

R

AC/EC/FEC
for 4 cycles

AC/EC/FEC
for 4 cycles

S

S

** carboplatin AUC 2 and nab-paclitaxel 125 mg/m2 on d1,8 q 3 wks; atezolizumab 1200 mg d1 q3 wks

Gianni et al, LBA 19, ESMO 2023Courtesy of Sara M Tolaney, MD, MPH



NeoTRIP 5-yr Event Free Survival

Gianni et al, LBA 19, ESMO 2023

Why is there no benefit? 

• Lack of anthracycline

• PD-L1i is less effective 
than PD-1i

• Imbalanced arms: higher 
TIL in the control arm

• Very high-risk tumors

Courtesy of Sara M Tolaney, MD, MPH



Case Presentation – Dr Tolaney: Preoperative 
checkpoint inhibition for TNBC 
• 44 yo premenopausal woman presented with a palpable breast mass

• Mammogram: 4x2x1.8 cm mass

• Breast MRI: 35 x 51x19 mm mass, prominent axillary LNs 

• US axilla with prominent axillary node with cortical thickening

• Breast biopsy grade 3 iDC ER 0 PR 0 HER2 0

• FNA axillary node +

• Started preop carbo/paclitaxel/pembrolizumab

• 3 wks later--> ED with chest pain; Chest CT with no PE, but small pericardial effusion, ECHO confirmed this; negative 
troponin, cardiology felt c/w pericarditis and started on colchicine and ibuprofen

• Cardiac MRI done and repeat cardiac enzymes negative, symptoms resolved

• Followed EKG and troponins and restarted pembrolizumab

• Developed hypothyroidism

• Admitted after AC #2 for febrile neutropenia

• Went to surgery: 1cm residual disease, node-negative

• Received adjuvant capecitabine and pembrolizumab



Agenda

INTRODUCTION: Pan-tumor approval of novel agents

MODULE 1: Treatment of ER-positive localized BC

MODULE 2: Immunotherapy in localized BC

MODULE 3: PARP inhibition in BRCA-mutated localized BC

MODULE 4: Antibody-drug conjugates in metastatic disease (trastuzumab 
deruxtecan, sacituzumab govitecan, datopotamab deruxtecan, patritumab 
deruxtecan)



OlympiA: Trial schema

Tutt A et al. ASCO 2021  

OlympiA: Study Design

Courtesy of Sara M Tolaney, MD, MPH
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Tutt A et al, ESMO Virtual Plenary 2022

OlympiA: iDFS

Courtesy of Sara M Tolaney, MD, MPH



Tutt A et al. ESMO Virtual Plenary 2022  

OlympiA: Overall Survival

3.8% improvement in OS at 36 mo

Courtesy of Sara M Tolaney, MD, MPH



Case Presentation – Dr Tolaney: Adjuvant olaparib

• 49 yo woman with known BRCA1 mutation had been undergoing MRI 
and mammogram screening
• Found to have a 1.8 cm TNBC with negative axillary US
• Rev’d preop ddACT
• 5mm residual disease
• Started olaparib 3 months ago
• Initial nausea resolved with ondansetron



Agenda

INTRODUCTION: Pan-tumor approval of novel agents

MODULE 1: Treatment of ER-positive localized BC

MODULE 2: Immunotherapy in localized BC

MODULE 3: PARP inhibition in BRCA-mutated localized BC

MODULE 4: Antibody-drug conjugates in metastatic disease (trastuzumab 
deruxtecan, sacituzumab govitecan, datopotamab deruxtecan, patritumab 
deruxtecan)



T-DXd in brain mets
(pooled analysis)

Hurvitz SA et al. ESMO 2023;Abstract 377O. 
Courtesy of Aditya Bardia, MD, MPH



T-DXd in brain mets
(pooled analysis)

Hurvitz SA et al. ESMO 2023;Abstract 377O. 
Courtesy of Aditya Bardia, MD, MPH



HER2-Low Breast Cancer: 
Current Definition  

HER 2 testing 
by validated IHC 

assay

Circumferential 
membrane staining that 

is complete, intense, 
and in >10% of tumor 

cells è (IHC 3+)

Weak to moderate 
complete membrane 
staining in >10% of 
tumor cells è (IHC 

2+)

Incomplete membrane 
staining that is 

faint/barely perceptible 
and in >10% of tumor 

cells è (IHC 1+)

No staining is overserved 
HER2-null or membrane 

staining that is incomplete 
and is faint/barely 

perceptible and in <10% 
tumor cells è (IHC 0) 

HER2-Positive
(15%)

Reflex 
ISH test 
Positive

Reflex 
ISH test 

Negative

HER2-Low
(45-65%)

HER2-Negative/null
(30-40%)

Courtesy of Aditya Bardia, MD, MPH



Phase 3 DESTINY-Breast04: Study Design

(T-DXd) versus treatment of physician’s choice (TPC) in patients (pts) with HER2-low unresectable and/or 
metastatic breast cancer (mBC): Updated survival results

Courtesy of Aditya Bardia, MD, MPH



Abstract 376O, presented by Modi S, at ESMO 2023, Madrid

T-DXd in HER2 low
(DESTINY-B04)

Modi S et al. ESMO 2023;Abstract 376O. Courtesy of Aditya Bardia, MD, MPH



Abstract 376O, presented by Modi S, at ESMO 2023, Madrid

T-DXd in HER2 low
(DESTINY-B04)

Courtesy of Aditya Bardia, MD, MPH



T-DXd in HER2m
(basket study)

Li B et al. ESMO 2023;Abstract 654O. 

Courtesy of Aditya Bardia, MD, MPH



T-DXd in HER2m
(basket study)

Li B et al. ESMO 2023;Abstract 654O. Courtesy of Aditya Bardia, MD, MPH



Case Presentation – Dr Bardia: 55F with HR+ MBC

55F with metastatic HR+ MBC (HER2 IHC = 1). Disease progression on 
various endocrine based therapy, and recently capecitabine and 
paclitaxel. PS = 1. No organ dysfunction. gBRCA = negative. PIK3CA 
and ESR1 WT.  What therapy would you consider next?

1. Eribulin
2. Vinorelbine
3. Sacituzumab Govitecan (SG)
4. Trastuzumab Deruxtecan (T-DXd)



Lancet 2023 October 21;402(10411):1423-33



Rugo HS et al. Lancet 2023 October 21;402(10411):1423-33.

TROPiCS-02: Overall Survival in the Intention-to-Treat Population
 



Efficacy and Safety Analyses by Prior Lines of 
Chemotherapy from the Phase III TROPiCS-02 Study of 
Sacituzumab Govitecan (SG) vs Treatment of Physician’s 
Choice (TPC) in Patients (pts) with HR+/HER2- Metastatic 
Breast Cancer (mBC)

Cortés J et al.
ESMO 2023;Abstract 389P. 



Cortés J et al. ESMO 2023;Abstract 389P. 

TROPiCS-02: PFS by Prior Lines of Chemotherapy (LoT)



Cortés J et al. ESMO 2023;Abstract 389P. 

TROPiCS-02: OS by Prior Lines of Chemotherapy (LoT)



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

• Within the HER2-Low population, median PFS with SG vs TPC for the IHC1+ and IHC2+ subgroups was 7.0 vs 4.3 (HR, 0.57) and
5.6 vs 4.0 (HR, 0.58) months, respectively

• The hazard ratio for median PFS in a sensitivity analysis of the HER2-Low subgroup (excluding ISH-unverifiedb) was similar (HR, 0.53) 

ITT1HER2 IHC0HER2-
Lowa SG 

(n=149)
TPC 

(n=134)
Median PFS, 
mo 6.4 4.2

HR (95% 
CI)

0.58 (0.42–0.79), 
P<0.001

SG 
(n=101)

TPC 
(n=116)

Median PFS, 
mo 5.0 3.4

HR (95% 
CI)

0.72 (0.51–1.00), 
P=0.05

SG 
(n=272)

TPC 
(n=271)

Median PFS, 
mo (95% CI)

5.5 
(4.2–7.0)

4.0 
(3.1–4.4)

HR (95% 
CI)

0.66 (0.53–0.83), 
P=0.0003

Presented by: Dr. Frederik Marmé

aHER2-Low defined as IHC1+, or IHC2+ and ISH-negative/unverified. 
b39 patients with HER2 IHC2+ did not have ISH data documentation available for verification and were presumed to be HER2-low, consistent with the trial eligibility criteria to enroll HER2-negative patients. 
HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician’s choice.
1. Rugo HS, et al. J Clin Oncol. 2022. doi: 10.1200/JCO.22.01002. (epub ahead of print). Adapted from Rugo HS, et al. Sacituzumab govitecan in hormone receptor-positive/human epidermal growth factor receptor 2-negative metastatic breast cancer. J Clin Oncol. 2022. doi: 
10.1200/JCO.22.01002. Reprinted with permission from American Society of Clinical Oncology.

Sacituzumab Govitecan vs TPC:
Efficacy by HER2 status (TROPiCS-02)

Courtesy of Aditya Bardia, MD, MPH



65F with metastatic HR+ MBC (HER2 IHC = 0). Disease progression on 
various endocrine based therapy, and recently capecitabine and 
paclitaxel. PS = 1. No organ dysfunction. gBRCA = negative. PIK3CA 
and ESR1 WT.  What therapy would you consider next?

1. Eribulin
2. Vinorelbine
3. Sacituzumab Govitecan (SG)
4. Trastuzumab Deruxtecan (T-DXd)

Case Presentation – Dr Bardia: 65F with HR+ MBC



Background: 
Dato-DXd

• Dato-DXd is a TROP2-directed ADC, that 
selectively  delivers a potent Topo-I inhibitor 
payload directly into  tumor cells,1 and has 
several unique properties*:

– Optimised drug to antibody ratio ≈ 4
– Stable linker-payload
– Tumour-selective cleavable linker
– Bystander antitumour effect

• Dato-DXd previously demonstrated 
promising  antitumour activity and a 
manageable safety profile  with a 
convenient Q3W schedule in pre-treated 
patients  with metastatic HR+/HER2– BC2

*The clinical relevance of these features is under investigation. Based on animal data.

Dato-DXd: Humanised anti-TROP2 
IgG1  monoclonal antibody

Cleavable  
tetrapeptide-based linker Topo-I inhibitor payload  

(DXd)

Deruxtecan

1. Okajima D, et al. Mol Cancer Ther 2021;20:2329–40;

Dato-DXd, datopotamab deruxtecan; IgG1, immunoglobulin G1; Q3W, every 3 weeks; Topo-I, topisomerase I.

2. Meric-Bernstam F, et al. Poster presentation at SABCS 2022: 
abstract PD13-08.

Image is for illustrative purposes only; actual drug positions may vary.

Bardia A et al. ESMO 2023;Abstract LBA11. Courtesy of Aditya Bardia, MD, MPH



Randomised, phase 3, open-label, global study (NCT05104866)

ICC: Investigator’s choice of  chemotherapy 
Detailed description of the statistical methods published previously.1 *Per American Society of Clinical Oncology/College of American Pathologists (ASCO/CAP) guidelines. †ICC was 
administered as follows: eribulin mesylate, 1.4 mg/m2 IV on Days 1 and 8, Q3W; capecitabine, 1000 or 1250 mg/m2 orally twice daily on Days 1 to 14, Q3W (dose per standard 
institutional practice); vinorelbine, 25 mg/m2 IV on Days 1 and 8, Q3W; or gemcitabine,  1000 mg/m2 IV on Days 1 and 8, Q3W. BICR, blinded independent central review; CDK4/6, 
cyclin-dependent kinase 4/6; ECOG PS, Eastern Cooperative Oncology Group performance status; ET, endocrine therapy;

Randomisation stratified by:
• Lines of chemotherapy in unresectable/metastatic 

setting (1 vs 2)
• Geographic location (US/Canada/Europe vs ROW)
• Previous CDK4/6 inhibitor (yes vs no)

• Treatment continued until PD, unacceptable tolerability, or other 
discontinuation criteria

1. Bardia A, et al. Future Oncol 2023;

Key inclusion criteria:
• Patients with HR+/HER2– breast 

cancer*  (HER2‒ defined as IHC 
0/1+/2+; ISH negative)

• Previously treated with 1–2 lines of  
chemotherapy (inoperable/metastatic 
setting)

• Experienced progression on ET and 
for whom  ET was unsuitable

• ECOG PS 0 or 1

1:1

Dato-DXd
6 mg/kg IV Day 1 Q3W

(n=365)

ICC
as per protocol directions†

(eribulin mesylate D1,8 Q3W; vinorelbine 
D1,8 Q3W;  gemcitabine D1,8 Q3W; 

capecitabine D1–14 Q3W)
(n=367)

Endpoints:
• Dual primary: PFS by 

BICR  per RECIST 
v1.1, and OS

• Key secondary: ORR,
PFS (investigator 
assessed)  and safety

IV, intravenous; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; RECIST, Response Evaluation Criteria in Solid Tumors; 
ROW, rest of world.

doi: 10.2217/fon-2023-0188.

Dato-DXd in HR+ MBC
(TROPION-B01)

Bardia A et al. ESMO 2023;Abstract LBA11. Courtesy of Aditya Bardia, MD, MPH



PFS by investigator assessment: Median 6.9 vs 4.5 months; HR 0.64 (95% CI 0.53‒0.76)

PFS by BICR: primary endpoint
Dato-DXd ICC

Median PFS, months  
(95% CI)

6.9
(5.7–7.4)

4.9
(4.2–5.5)

HR (95% CI) 0.63 (0.52–0.76)
P-value <0.0001

Number at risk
Dato-DXd 365

ICC 367
249
205
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CI, confidence interval; HR, hazard ratio • PFS by BICR was consistent across subgroups

Dato-DXd in HR+ MBC
(TROPION-B01)

Bardia A et al. ESMO 2023;Abstract LBA11. Courtesy of Aditya Bardia, MD, MPH



• Most TRAEs were grade 1–2 and 
manageable

AESIs
• Oral mucositis/stomatitis:† led to 

treatment  discontinuation in one patient 
in the Dato-DXd  group

• Ocular events:‡ most were dry eye; one 
patient  discontinued treatment in the 
Dato-DXd group

• Adjudicated drug-related ILD:§ rate 
was low;  mainly grade 1/2

System Organ Class
Preferred term, n (%)

Dato-DXd (n=360) ICC (n=351)

Any Grade Grade ≥3 Any Grade Grade ≥3

Blood and lymphatic system
Anaemia 40 (11) 4 (1) 69 (20) 7 (2)
Neutropenia* 39 (11) 4 (1) 149 (42) 108 (31)

Eye
Dry eye 78 (22) 2 (1) 27 (8) 0

Gastrointestinal
Nausea 184 (51) 5 (1) 83 (24) 2 (1)
Stomatitis 180 (50) 23 (6) 46 (13) 9 (3)
Vomiting 71 (20) 4 (1) 27 (8) 2 (1)
Constipation 65 (18) 0 32 (9) 0

General
Fatigue 85 (24) 6 (2) 64 (18) 7 (2)

Skin and subcutaneous
Alopecia 131 (36) 0 72 (21) 0

Adjudicated drug-
related ILD

Dato-
DXd

ICC

All grades, n (%) 9 (3) 0
Grade ≥3, n (%) 2 (1)¶ 0

Dato-DXd in HR+ MBC
(TROPION-B01)

Bardia A et al. ESMO 2023;Abstract LBA11. Courtesy of Aditya Bardia, MD, MPH



Datopotamab Deruxtecan (Dato-DXd) + 
Durvalumab (D) as First-Line (1L) 
Treatment for Unresectable Locally 
Advanced/Metastatic Triple-Negative 
Breast Cancer (a/mTNBC)

Professor Peter Schmid, FRCP, MD, PhD
Barts Cancer Institute, Queen Mary University of London, London, UK

Updated Results From BEGONIA, a Phase 1b/2 Study

P. J. Wysocki,1 C. X. Ma,2 Y. H. Park,3 R. Fernandes,4 S. Lord,5 R. D. Baird,6 C. Prady,7 K. H. Jung,8 J. Asselah,9
R. Huisden,10 R. Stewart,10 K. Heider,10 P. Vukovic,10 N. Denduluri,11 Z. Nowecki12

1Jagiellonian University Medical College, Krakow, Poland; 2Washington University School of Medicine, St. Louis, MO, USA; 
3Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Korea; 4Schulich School of Medicine & Dentistry, 
Western University, London Health Sciences Centre, London, Ontario, Canada; 5University of Oxford, Oxford, UK; 6Cancer Research 
UK Cambridge Centre, Cambridge, UK; 7Sherbrooke University, Centre intégré de cancérologie de la Montérégie, CISSS Montérégie 
Centre, Greenfield Park, Quebec, Canada; 8Asan Medical Center - University of Ulsan, College of Medicine, Seoul, Korea; 9McGill 
University Health Centre, Montreal, Quèbec, Canada; 10AstraZeneca, Cambridge, UK; 11AstraZeneca, Gaithersburg, MD, USA; 
12Maria Skłodowska-Curie National Research Institute of Oncology, Warsaw, Poland

Follow the QR or link to access the presentation 
and a plain language summary.

 
Copies of this presentation obtained through QR 

or text key codes are for personal use only and 
may not be reproduced without written permission 

of the authors. 

https://bit.ly/45YZac9

Courtesy of Aditya Bardia, MD, MPH



Dotted lines indicate thresholds for partial response (−30%) and progressive disease (20%). PD-L1 expression was assessed by 1) immunohistochemistry using the VENTANA PD-L1 (SP263) Assay with expression defined as the percentage of the tumour area populated by tumour or immune cells with 
membranous staining (TAP), or 2) immunohistochemistry using the 22C3 antibody with expression defined as the number of PD-L1–staining tumour cells, lymphocytes, and macrophages, divided by the total number of viable tumour cells, multiplied by 100 (CPS). *If the best percentage change from 
baseline of target lesions cannot be calculated due to progression, withdrawal, or death, the value is imputed at +20%. “•” Patients with PD as best overall response. #Unconfirmed response.
1L, first line; a/m TNBC, advanced/metastatic triple–negative breast cancer; CI, confidence interval; CPS, combined positive score; CR, complete response; Dato-DXd, datopotamab deruxtecan; ORR, objective response rate; PD-L1, programmed cell death ligand-1; PR, partial response; 
TAP, tumour area positivity.

Data cutoff: 02 Feb 2023 
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Confirmed ORR was 79% (49/62; 95% CI, 66.8–88.3) with 6 CR and 43 PR

◆ Antitumour responses were observed regardless of PD-L1 expression level as 
assessed by 2 separate PD-L1 assays and scoring methods

Dato-DXd and Durva
(BEGONIA)

Schmid P et al. ESMO 2023;Abstract 379MO. Courtesy of Aditya Bardia, MD, MPH



Median DoR was 15.5 months (95% CI, 9.92–NC)Median PFS was 13.8 months (95% CI, 11.0–NC)

Kaplan-Meier analysis was performed. Circles indicate censored observations. 
CI, confidence interval; Dato-DXd, datopotamab deruxtecan; DoR, duration of response; NC, not calculable; PFS, progression-free survival. Data cutoff: 02 Feb 2023 
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Case Presentation – Dr Bardia: 45F with HR+ MBC

45F with metastatic HR+ MBC (HER2 IHC = 1). Disease progression on 
various endocrine based therapy, and recently capecitabine. PS = 1. No 
organ dysfunction. gBRCA = negative. PIK3CA and ESR1 WT. Pt 
interested in treatment with minimal myelosuppression. Which of the 
following therapies would be your recommendation (including clinical 
trial)?

1. Eribulin
2. Datopotamab Deruxtecan (Dato-DXd)
3. Sacituzumab Govitecan (SG)
4. Trastuzumab Deruxtecan (T-DXd)



These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.

Patritumab-DXd
(ADC targeting HER3) 

Krop IE et al. ASCO 2022;Abstract 1002. Courtesy of Aditya Bardia, MD, MPH



Change in Tumor Size From Baseline

Patritumab-DXd
(ADC targeting HER3) 

Krop IE et al. ASCO 2022;Abstract 1002. Courtesy of Aditya Bardia, MD, MPH



TEAEs in Patients Treated with 4.8 mg/kg and 6.4 mg/kg

Patritumab-DXd
(ADC targeting HER3) 

Krop IE et al. ASCO 2022;Abstract 1002. Courtesy of Aditya Bardia, MD, MPH



Abstract 1004



BRE 354: A Phase II Study of Patritumab Deruxtecan (HER3-DXd)

Hamilton EP et al. ASCO 2023;Abstract 1004.

HER3 expression was not an enrollment criterion for Part A; HER3 expression was retrospectively assessed using immunohistochemistry.



BRE 354: Response – Investigator Assessment

Hamilton EP et al. ASCO 2023;Abstract 1004.



Abstract 380MO, presented by Yongmei Yin , at ESMO 2023, Madrid

SKB264 (MK-2870) in previously treated (HR+)/ HER2-negative metastatic breast cancer (mBC): results 
from a phase I/II, single-arm, basket trial

SKB264
(ADC targeting TROP2)

Primary End Point

Courtesy of Aditya Bardia, MD, MPH



SKB264
(ADC targeting TROP2)

Abstract 380MO, presented by Yongmei Yin , at ESMO 2023, Madrid Courtesy of Aditya Bardia, MD, MPH



HS-20089
(ADC targeting B7-H4)

Zhang J et al. ESMO 2023;Abstract 381O. Courtesy of Aditya Bardia, MD, MPH



HS-20089
(ADC targeting B7-H4)

Zhang J et al. ESMO 2023;Abstract 381O. Courtesy of Aditya Bardia, MD, MPH



Agenda

MODULE 4: Antibody-drug conjugates in metastatic disease (trastuzumab 
deruxtecan, sacituzumab govitecan, datopotamab deruxtecan, patritumab 
deruxtecan)

• ER-positive, HER2-negative disease
• ER-positive, HER2-low disease
• ER-negative, HER2-negative disease
• ER-negative, HER2-low disease



Implications of Recent Data Sets for the Current 
and Future Management of Lung Cancer

Moderator
Neil Love, MD

Faculty

Tuesday, November 14, 2023
5:00 PM – 6:30 PM ET

Part 3 of a 3-Part Post-ESMO Congress 2023 CME/MOC-Accredited Live Webinar Series

Luis Paz-Ares, MD, PhD
Zofia Piotrowska, MD, MHS

David R Spigel, MD



Thank you for joining us!

Please take a moment to complete the survey 
currently up on Zoom. Your feedback

 is very important to us. The survey will remain open 
for 5 minutes after the meeting ends.

CME and MOC credit information will be emailed to 
each participant within 5 business days.


