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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
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for Patients with 
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Leukemia

Optimizing the Use of 
Novel Therapies for 

Patients with Diffuse 
Large B-Cell Lymphoma

Host a 1-hour session at your institution: 
Email Meetings@ResearchToPractice.com

 or call (800) 233-6153

Optimizing Therapy for 
Patients with Hormone 

Receptor-Positive 
Localized Breast Cancer



Save The Date

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

Florida Cancer Specialists & Research Institute
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Thank you for joining us! Please take a moment 
to complete the survey currently up on Zoom. 

Your feedback is very important to us.

Information on how to obtain CME, ABIM MOC 
and ABS credit will be provided at the conclusion 
of the activity in the Zoom chat room. Attendees 
will also receive an email in 1 to 3 business days 

with these instructions.
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breast cancer (TNBC) who are unable to receive PD-(L)1 inhibitors (PD-[L]1i). ESMO 2025;Abstract LBA20.

• Tolaney SM et al. 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. ASCO 2025;Abstract LBA109. 

• Dent R et al. First-line (1L) datopotamab deruxtecan (Dato-DXd) vs chemotherapy in patients with locally 
recurrent inoperable or metastatic triple-negative breast cancer (mTNBC) for whom immunotherapy was 
not an option: Primary results from the randomised, phase III TROPION-Breast02 trial. ESMO 
2025;Abstract LBA21.

• Li M et al. Sacituzumab tirumotecan (sac-TMT) vs investigator’s choice of chemotherapy (ICC) in 
previously treated locally advanced or metastatic hormone receptor-positive, HER2-negative (HR+/HER2-) 
breast cancer (BC): Results from the randomized, multi-center phase III OptiTROP-Breast02 study. ESMO 
2025;Abstract LBA23.
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receptor 2–positive (HER2+) advanced/metastatic breast cancer (a/mBC): Interim results from DESTINY-
Breast09. ASCO 2025;Abstract LBA1008.

• Geyer C et al. Trastuzumab deruxtecan (T-DXd) vs trastuzumab emtansine (T-DM1) in patients (pts) with 
high-risk human epidermal growth factor receptor 2–positive (HER2+) primary breast cancer (BC) with 
residual invasive disease after neoadjuvant therapy (tx): Interim analysis of DESTINY-Breast05. ESMO 
2025;Abstract LBA1.

• Harbeck N et al. DESTINY-Breast11: Neoadjuvant trastuzumab deruxtecan alone (T-DXd) or followed by 
paclitaxel + trastuzumab + pertuzumab (T-DXd-THP) vs SOC for high-risk HER2+ early breast cancer (eBC). 
ESMO 2025;Abstract 2910O.



Mechanisms of ADC Toxicity

Szabados B. ESMO 2025.



Mechanisms of ADC Toxicity (Continued)

Szabados B. ESMO 2025.
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Case Presentation: 68-year-old woman with localized 
TNBC develops myocarditis during neoadjuvant 
chemotherapy/pembrolizumab 

Dr Richard Zelkowitz (Bridgeport, Connecticut)
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Phase III ASCENT-03 Study Design

Cortés J et al. ESMO 2025;Abstract LBA20.



Phase III ASCENT-03: PFS by BICR

Cortés J et al. ESMO 2025;Abstract LBA20.



Phase III ASCENT-03: Safety Summary

Cortés J et al. ESMO 2025;Abstract LBA20.



Phase III ASCENT-03: Common AEs

Cortés J et al. ESMO 2025;Abstract LBA20.



Sacituzumab Govitecan vs Chemotherapy as First 
Therapy After Endocrine Therapy in HR+/HER2− 
(IHC 0, 1+, 2+/ISH−) Metastatic Breast Cancer: 
Primary Results from ASCENT-07

Jhaveri K et al. 
SABCS 2025;Abstract GS1-10.
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Phase III ASCENT-04/KEYNOTE-D19 Study Design

de Azambuja E et al. ESMO 2025;Abstract LBA22.



Phase III ASCENT-04/KEYNOTE-D19: Time to First Deterioration 
in Physical Function

de Azambuja E et al. ESMO 2025;Abstract LBA22.



Tolaney SM et al. ASCO 2025;Abstract LBA109. 

Phase III ASCENT-04/KEYNOTE-D19 Trial: Overall Safety Summary



Tolaney SM et al. ASCO 2025;Abstract LBA109. 

Phase III ASCENT-04/KEYNOTE-D19: Common AEs



Tolaney SM et al. ASCO 2025;Abstract LBA109. 

Phase III ASCENT-04/KEYNOTE-D19: AEs of Special Interest



Safety of Sacituzumab versus Treatment of Physician’s Choice 
in the ASCENT Trial

Schmid P. ESMO Breast 2025.



Management of Sacituzumab Govitecan-Induced Diarrhea

Schmid P. ESMO Breast 2025.



EClinicalMedicine 2025;85:103309.



G, grade; NA, not available. 
Pérez-García JM, et al. Presented at 2024 ASCO Annual Meeting. Abstract 1101.

Rates of Neutropenia and Diarrhea in 
ASCENT, TROPiCS-02, and PRIMED

63.2%

NA

34.1%

17.1%

59.3%

NA

10.5%

70.1%

16.8%

31.7%

19.0%

56.7%

20.9%

9.3%

28.0%

8.0%
12.0%

4.0%

34.0%

12.0%
4.0%

Any Grade G2 G3 G4 Any Grade G2 G3

Neutropenia Diarrhea

ASCENT TROPiCS-02 PRIMED

22.0%

61.0%

5.0%

33.0%

66.0%

6.3%
14.0%

30.0%

0%

AEs leading to dose
reductions

AEs leading to treatment
interruptions

AEs leading to permanent
discontinuations

AEs Leading to Dose Reductions, Rx 
Interruptions, and Permanent D/C in 

ASCENT, TROPiCS-02, and PRIMED

50 patients; loperamide 4 mg day 2,3,4 then 9, 10, 11; G-CSF SC day  3, 4 and 10, 11

Courtesy of Hope S Rugo, MD 
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Phase III TROPION-Breast02 Study Design

Dent R et al. ESMO 2025;Abstract LBA21.



Phase III TROPION-Breast02: PFS by BICR

Dent R et al. ESMO 2025;Abstract LBA21.



Phase III TROPION-Breast02: Overall Survival (OS)

Dent R et al. ESMO 2025;Abstract LBA21.



Phase III TROPION-Breast02: Overall Safety Summary

Dent R et al. ESMO 2025;Abstract LBA21.



Phase III TROPION-Breast02: Common AEs

Dent R et al. ESMO 2025;Abstract LBA21.



Phase III TROPION-Breast02: AEs of Special Interest with Dato-DXd

Dent R et al. ESMO 2025;Abstract LBA21.



Datopotamab Deruxtecan Toxicities: Mucositis

Szabados B. ESMO 2025.



Abstract LBA23



Phase III OptiTROP-Breast02 Study Design

Li M et al. ESMO 2025;Abstract LBA23.



Phase III OptiTROP-Breast02: PFS by BICR

Li M et al. ESMO 2025;Abstract LBA23.

BICR = blinded independent central review



Phase III OptiTROP-Breast02: Overall Safety Summary

Li M et al. ESMO 2025;Abstract LBA23.



Phase III OptiTROP-Breast02: Safety

Li M et al. ESMO 2025;Abstract LBA23.
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Case Presentation: 74-year-old woman with recurrent ER-neg, 
HER2-low, PD-L1-pos mBC with disease progression on nab 
paclitaxel/atezolizumab responds to sacituzumab govitecan 

Dr Ranju Gupta (Bethlehem, Pennsylvania)
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Case Presentation: 83-year-old woman with recurrent ER+, 
HER2-low (IHC 1+) mBC with disease progression on T-DXd 
then receives datopotamab deruxtecan and has pulmonary 
symptoms

Dr Laila Agrawal (Louisville, Kentucky)
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ER-Positive, HER2-Negative or Low Metastatic Breast Cancer (mBC): 
Sequencing of Systemic Therapies After Endocrine Treatment
ER-positive, HER2-low

- Trastuzumab deruxtecan versus TROP2-targeted ADC (sacituzumab govitecan, datopotamab deruxtecan)
- Capecitabine
- Other chemotherapy

ER-positive, HER2-negative
- Sacituzumab govitecan versus datopotamab deruxtecan
- Capecitabine
- Other chemotherapy

Clinical factors
- PS, comorbidities
- Tumor-related symptoms
- Visceral, CNS disease 
- Prior systemic treatment



ER-Negative, HER2-Negative or Low, PD-L1-Positive mBC:
Sequencing of Systemic Therapies
ER-negative, HER2-low, PD-L1-positive (immunotherapy)

- Trastuzumab deruxtecan versus TROP2-targeted ADC (sacituzumab govitecan, datopotamab deruxtecan)
- Capecitabine
- Other chemotherapy

ER-negative, HER2-negative, PD-L1-positive (immunotherapy)
- Sacituzumab govitecan versus datopotamab deruxtecan
- Capecitabine
- Other chemotherapy

Clinical factors
- PS, comorbidities
- Tumor-related symptoms
- Visceral, CNS disease 
- Prior systemic treatment



ER-Negative, HER2-Negative or Low, PD-L1-Negative mBC:
Sequencing of Systemic Therapies
ER-negative, HER2-low, PD-L1-negative

- Trastuzumab deruxtecan versus TROP2-targeted ADC (sacituzumab govitecan, datopotamab deruxtecan)
- Capecitabine
- Other chemotherapy

ER-negative, HER2-negative, PD-L1-negative
- Sacituzumab govitecan versus datopotamab deruxtecan
- Capecitabine
- Other chemotherapy

Clinical factors
- PS, comorbidities
- Tumor-related symptoms
- Visceral, CNS disease 
- Prior systemic treatment



Case Presentation: 70-year-old woman with recurrent ER+, 
HER2-low (IHC 1+) mBC including bladder metastases has 
disease progression after palbociclib/letrozole then 
capivasertib/fulvestrant then nab paclitaxel 

Dr Justin Favaro (Charlotte, North Carolina)
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Phase III DESTINY-Breast09 Study Design

Loibl S et al. ESMO 2025;Abstract LBA18.



Phase III DESTINY-Breast09: PFS by Treatment Status

Loibl S et al. ESMO 2025;Abstract LBA18.



Phase III DESTINY-Breast09: PFS by HR Status

Loibl S et al. ESMO 2025;Abstract LBA18.



Tolaney SM et al. ASCO 2025;Abstract LBA1008.

Phase III DESTINY-Breast09 Trial Interim Results: Overall Safety Summary



Tolaney SM et al. ASCO 2025;Abstract LBA1008.

Phase III DESTINY-Breast09 Interim Results: Common Adverse Events



Tolaney SM et al. ASCO 2025;Abstract LBA1008.

Phase III DESTINY-Breast09 Interim Results: AEs of Special Interest



Lung Toxicity

Curigliano G. ESMO Breast 2025.



Management of ILD

Schmid P. ESMO Breast 2025.



T-DXd Toxicities: ILD

Szabados B. ESMO 2025



Management of Left Ventricular Ejection Fraction (LVEF) 
Changes Associated with T-DXd

Schmid P. ESMO Breast 2025.

Repeat LVEF every 3 months



Abstract LBA1



Phase III DESTINY-Breast05 Study Design

Geyer CE et al. ESMO 2025;Abstract LBA1.



Phase III DESTINY-Breast05: Primary Endpoint Invasive 
Disease-Free Survival (IDFS)

Geyer CE et al. ESMO 2025;Abstract LBA1.



Phase III DESTINY-Breast05: Safety Summary

Geyer CE et al. ESMO 2025;Abstract LBA1.



Phase III DESTINY-Breast05: Common Adverse Events

Geyer CE et al. ESMO 2025;Abstract LBA1.



Phase III DESTINY-Breast05: AEs of Special Interest

Geyer CE et al. ESMO 2025;Abstract LBA1.



Safety of T-DXd versus T-DM1

Schmid P. ESMO Breast 2025.



Abstract 291O



Phase III DESTINY-Breast11 Study Design

Harbeck N et al. ESMO 2025;Abstract 291O.

ddAC = dose-dense doxorubicin and cyclophosphamide; THP = paclitaxel, trastuzumab and pertuzumab



Phase III DESTINY-Breast11: Primary Endpoint pCR

Harbeck N et al. ESMO 2025;Abstract 291O.

pCR = pathological complete response



Phase III DESTINY-Breast11: Event-Free Survival (EFS)

Harbeck N et al. ESMO 2025;Abstract 291O.



Harbeck N et al. ASCO 2025;Abstract 291O.

Phase III DESTINY-Breast11: Overall Safety Summary



Phase III DESTINY-Breast11: Common Adverse Events

Harbeck N et al. ESMO 2025;Abstract 291O.



Efficacy and Safety of Neoadjuvant Trastuzumab 
Deruxtecan versus Standard of Care Chemotherapy 
plus Trastuzumab plus Pertuzumab in HER2+ Early 
Breast Cancer: WSG-ADAPT-HER2-IV

Harbeck N et al. 
San Antonio Breast Cancer Symposium 2025;Abstract GS1-02.



Agenda

Introduction Overview: Molecular basis of antibody-drug conjugate (ADC) 
toxicities — Sequencing of ADCs and mechanisms of resistance

Case 1 Dr Zelkowitz – 68-year-old woman

Data Review: TROP2-targeted ADCs (sacituzumab govitecan, Dato-DXd, sac TMT)

Case 2 Dr Gupta – 74-year-old woman 

Case 3 Dr Agrawal – 83-year-old woman

Case 4 Dr Favaro – 70-year-old woman 

Data Review: Trastuzumab deruxtecan 

Case 5 Dr Rupard – 78-year-old woman

Case 6 Dr Ku – 72-year-old woman

Data Review: Other HER2-targeted agents 



Case Presentation: 78-year-old woman with ER+, 
HER2-low mBC with disease progression after 1 year of 
ribociclib/letrozole then receives sacituzumab govitecan 

Dr Erik Rupard (Reading, Pennsylvania)



Agenda

Introduction Overview: Molecular basis of antibody-drug conjugate (ADC) 
toxicities — Sequencing of ADCs and mechanisms of resistance

Case 1 Dr Zelkowitz – 68-year-old woman

Data Review: TROP2-targeted ADCs (sacituzumab govitecan, Dato-DXd, sac TMT)

Case 2 Dr Gupta – 74-year-old woman 

Case 3 Dr Agrawal – 83-year-old woman

Case 4 Dr Favaro – 70-year-old woman 

Data Review: Trastuzumab deruxtecan 

Case 5 Dr Rupard – 78-year-old woman

Case 6 Dr Ku – 72-year-old woman

Data Review: Other HER2-targeted agents 



Case Presentation: 72-year-old woman with recurrent ER+, 
HER2-low (IHC 1+) mBC receives T-DXd and has concerning 
pulmonary symptoms but without diagnostic imaging findings

Dr Kimberly Ku (Bloomington, Illinois)



CompassHER2 RD (A011801) Phase III Trial Design

O’Sullivan CC et al. Future Oncol 2021;17(34):4665-76.

RD = residual disease



Tucatinib and Trastuzumab Emtansine for Patients 
with Previously Treated HER2-Positive Locally 
Advanced and Metastatic Breast Cancer: Primary 
Analysis of the Randomized Phase III Trial 
HER2CLIMB-02

Hurvitz S et al. 
Ann Oncology 2025. November 17 (Article in Press)



HER2CLIMB-02 Primary Analysis: PFS with Tucatinib and T-DM1
for Previously Treated HER2-Positive Locally Advanced and
Metastatic Breast Cancer

Hurvitz SA et al. Ann Oncol 2025;November 17 (Article in press).



HER2CLIMB-02 Safety Summary

Hurvitz SA et al. Ann Oncol 2025;November 17 (Article in press).



Her2climb-05: A Randomized, Double-Blind, Phase 3 
Study of Tucatinib versus Placebo in Combination 
with Trastuzumab and Pertuzumab as Maintenance 
Therapy for Her2+ Metastatic Breast Cancer

Hamilton E et al. 
San Antonio Breast Cancer Symposium 2025;Abstract GS1-01.
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Ranju Gupta, MD 
Lehigh Valley Topper Cancer Institute
Bethlehem, Pennsylvania

Kimberly Ku, MD
Illinois CancerCare
Bloomington, Illinois

Erik Rupard, MD
Penn State Cancer Institute
Reading, Pennsylvania

Alan B Astrow, MD 
Weill Cornell Medical College 
Brooklyn, New York 

Richard Zelkowitz, MD  
Hartford HealthCare Cancer Institute  
Bridgeport, Connecticut



Acute Myeloid Leukemia
7:30 AM – 9:30 AM ET

Chronic Lymphocytic Leukemia
11:30 AM – 1:30 PM ET

Exciting CME Events You Do Not Want to Miss
A Friday Satellite Symposium Series Preceding the 67th ASH Annual Meeting

Friday, December 5, 2025

Myelofibrosis and 
Systemic Mastocytosis

3:15 PM – 5:15 PM ET

Follicular Lymphoma and
Diffuse Large B-Cell Lymphoma

7:00 PM – 9:00 PM ET



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. 

Information on how to obtain CME, ABIM MOC 
and ABS credit is provided in the Zoom chat room. 

Attendees will also receive an email in 1 to 3 business 
days with these instructions.


