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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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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



Antibody-Drug Conjugates for
Metastatic Breast Cancer
Tuesday, December 9, 2025

7:00 PM – 8:30 PM CT

HER2-Positive Breast Cancer
Wednesday, December 10, 2025

7:00 PM – 9:00 PM CT

Cases from the Community: Investigators Discuss the 
Optimal Management of Breast Cancer

Moderator
Neil Love, MD

A 3-Part CME Satellite Symposium Series

Endocrine-Based Therapy
Thursday, December 11, 2025

7:00 PM – 9:00 PM CT



Grand Rounds

Two Series

November 2025 to April 2026

CME/MOC-Accredited Interactive Series

Optimizing Treatment for Patients 
with Relapsed/Refractory Chronic 

Lymphocytic 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



Save The Date

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

Florida Cancer Specialists & Research Institute

Friday to Sunday, April 24 to 26, 2026
The Ritz-Carlton Orlando, Grande Lakes | Orlando, Florida

Moderated by Neil Love, 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.

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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RTP Content Distribution Platform
9-28-24 to 9-28-25

Podcast

Streaming Platforms 
(YouTube, Spotify)

Email

Social Media

App

Website

Text Messages

QR Code Cards

Year Month
Total (hours) 280 24

Recordings 93 7

Webinars 41 4

Cases 62 5

Meetings 84 7

Final 218 18
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Module 1: HER2-Positive Breast Cancer

Module 2: HR-Positive Breast Cancer

Module 3: Triple-Negative Breast Cancer
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• Loibl S et al. Trastuzumab deruxtecan (T-DXd) + pertuzumab (P) vs taxane 
+ trastuzumab + pertuzumab (THP) for patients (pts) with HER2+ 
advanced/metastatic breast cancer (a/mBC): Additional analyses of 
DESTINY-Breast09 in key subgroups of interest. ESMO 2025;Abstract LBA18.

DESTINY-Breast09



Abstract LBA18



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.



Phase III DESTINY-Breast09: PFS by PIK3CAm Status

Loibl S et al. ESMO 2025;Abstract LBA18.



Phase III DESTINY-Breast09: Authors’ Conclusions

Loibl S et al. ESMO 2025;Abstract LBA18.



The patient

24-year-old (pre-menopausal)

PS ECOG 0, 43 kg, 155 cm

Family history: aunt (mother-side), 
aunt (father-side) with breast cancer

Former smoker, no comorbidities; 
previous fibroadenoma of left breast

Prof Curigliano: Case Presentation #1



Diagnosis

March 2024
Self 

examination 
of left breast: 

lump 
detected

01.03.24 
Mammography + 
ultrasonography: 
lump of 13 mm  

21.03.24 
Core biopsy 

of left breast: 
ductal 

infiltrating 
carcinoma, 
multifocal, 

ER: 70%; PgR: 
40%; 

Ki67:30%; 
HER2+: 3+

26.03.24: CT scan: 
bilateral lung lesions; nodes 

in the left axilla (30 mm); 
multiple hepatic lesions 

(max 20 mm) 

29.03.24 breast 
MRI:

 Left breast: 20 and 
15 mm with many 

foci; 
left axilla: multiple 

nodes of 33 mm 
and 25 mm

31.03.24 PET 
FDG: 

uptake in left 
breast, left 

axilla, 
internal 

mammary 
nodes, liver 

lesions

Genetic 
counselling: 
BRCA1-2 WT, 
TP53 WT, 
PALB2 WT

Prof Curigliano: Case Presentation #1 (Continued)



First line

• 22.04.24 Core biopsy left breast: ductal infiltrating carcinoma, 
       ER: 90%; PgR: 0%; HER2: 3+

• 11.05.24 start triptorelin 3.75 mg q4w
• 10.05.24 start trastuzumab deruxtecan and pertuzumab

Prof Curigliano: Case Presentation #1 (Continued)



27.07.2420.04.24



27.07.2420.04.24



Evaluation of response

The patient is currently on treatment, with partial 
response by RECIST 1.1 criteria

T-DXd and pertuzumab was well tolerated with only G1 
AEs (anemia, leukopenia, neutropenia, alopecia)

July 2025: Asymptomatic brain metastases, appearance 
of a new liver lesion

Prof Curigliano: Case Presentation #1 (Continued)



Stable and asymptomatic brain metastases



What’s next?

T-DXd + pertuzumab is well tolerated with only G1 AEs (anemia, 
leukopenia, neutropenia, alopecia)

July 2025: Asymptomatic brain metastases, appearance of a new 
liver lesion

Proceed same therapy after RT

Tucatinib, trastuzumab and capecitabine? 

Prof Curigliano: Case Presentation #1 (Continued)



DESTINY-Breast11

• 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 291O.



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 = pathologic complete response; ITT = intention-to-treat



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

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



Phase III DESTINY-Breast11: Common Adverse Events (AEs)

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



Phase III DESTINY-Breast11: Authors’ Conclusions

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



DESTINY-Breast05 Trial

• Geyer CE 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.



Abstract LBA1



Phase III DESTINY-Breast05 Study Design

Geyer CE et al. ESMO 2025;Abstract LBA1.



Phase III DESTINY-Breast05: Primary Endpoint (IDFS)

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: Authors’ Conclusions

Geyer CE et al. ESMO 2025;Abstract LBA1.



Prof Curigliano: Case Presentation #2
Patient history

• 61-year-old woman
• Caucasian ethnicity
• BMI: 25,3 (overweight)
• G3P3, menopause at 47 y
• Non-smoker, drinks socially
• No relevant major comorbidities
• No allergies
• Family history of cancer:

o Father deceased for prostate cancer (65 years old)
o Paternal uncle deceased for pancreatic cancer (57 years old)
o Paternal grandmother deceased for ovarian cancer (53 years old)

Patient profile

Deceased

Prostate
cancer

Died 65y

Pancreatic
cancer

Died 57y

Ovarian
cancer

Died 53y

BMI: Body mass index; G: gravidity; P: parity; y: years

MH and diagnosis Surgery Chemotherapy Radiotherapy ET + Treatment escalation



Timeline

Prof Curigliano: Case Presentation #2 (Continued)
Diagnosis of HR+/HER2+ breast cancer

Aug 2023

Diagnosis

Initial presentation
• Biannual screening mammography

with evidence of new calcifications.
• Breast US: at left breast, two

hypoechogenic nodules measuring
21x14 mm (A), in the left supero-
external quadrant, and 14x9 mm 
(B), in the superior parareolar site. 
No axillary lymphadenomegalies. 
BIRADS: 4c.

A

BBIRADS: Breast Imaging-Reporting and Data System; US: ultrasound

MH and diagnosis Surgery Chemotherapy Radiotherapy ET + Treatment escalation



Timeline

Prof Curigliano: Case Presentation #2 (Continued)
Diagnosis of HR+/HER2+ breast cancer

Aug 2023

Diagnosis

Initial presentation
• Biannual screening mammography

with evidence of new calcifications.
• Breast US: at left breast, two

hypoechogenic nodules measuring
21x14 mm (A), in the left supero-
external quadrant, and 14x9 mm 
(B), in the superior parareolar site. 
Axillary lymphadenomegalies. 
BIRADS: 4c.

• IDC NOS, G2.
• ER (IHC): 65%; PgR (IHC): 5%; Ki67: 

40%; HER2 IHCscore: 2+
• ISH test: positive.

Core biopsy (A). Pathology report

Stage: cT2 (m) cN1 cM0 (II) 

• C5
FNAC (B). Pathology report

A

B

BIRADS: Breast Imaging-Reporting and Data System; ER: estrogen receptor; FNAC, fine-needle
aspiration cytology; G: grade; HER2: human epidermal growth factor receptor 2; IDC: invasive 
ductal carcinoma; IHC: immunohistochemistry; ISH: in situ hybridization; NOS: not otherwise
specified; PgR: progesterone receptor; TNM, tumour–node–metastasis; US: ultrasound

MH and diagnosis Surgery Chemotherapy Radiotherapy ET + Treatment escalation



Timeline

Prof Curigliano: Case Presentation #2 (Continued)
Diagnosis of HR+/HER2+ breast cancer

Aug 2023

Diagnosis Invasive ductal carcinoma G2 of the left breast
ER: 65%; PgR: 5%; Ki67: 40%; HER2-positive

Stage: cT2 (m) cN1 cM0 (II) 

ER: estrogen receptor; G: grade; HER2: human epidermal growth factor receptor 2; PgR: progesterone receptor; TNM, tumour–node–metastasis

Neoadjuvant pertuzumab and trastuzumab deruxtecan followed by THP in 
DESTINY 11 trial

+ genetic counseling indicated

MH and diagnosis Surgery Chemotherapy Radiotherapy ET + Treatment escalation



Timeline

Prof Curigliano: Case Presentation #2 (Continued)
Surgery

Aug 2023

Diagnosis

• Neoadjuvant treatment in DESTINY 11

Sept 2023

Neoadjuvant
treatment

MH and diagnosis Surgery Chemotherapy Radiotherapy ET + Treatment escalation



Timeline

Prof Curigliano: Case Presentation #2 (Continued)
Surgery

Aug 2023

Diagnosis

• Left nipple-sparing mastectomy: 4 confluent
lumps measuring more than 2 cm

• SLND. Frozen section examination: 
metastasis of carcinoma with extranodal
extension in 2/2 sentinel lymph nodes.

Surgery

Sept 2023

Neoadjuvant
therapy

Surgery
Axillary dissection

• Mastectomy indicated
• 2/2 metastatic lymph nodes
• Extranodal extension
• SOC for >2 N+

MH and diagnosis Surgery Chemotherapy Radiotherapy ET + Treatment escalation

ESMO Guidelines 2022; Donker, Lancet Oncol 2014; Sávolt, Eur J Surg Oncol 2017

March  2024



Timeline

Prof Curigliano: Case Presentation #2 (Continued)
Surgery

Aug 2023

Diagnosis Surgery

Sept 2023

Neoadjuvant
therapy

MH and diagnosis Surgery Chemotherapy Radiotherapy ET + Treatment escalation

ESMO Guidelines 2022; Donker, Lancet Oncol 2014; Sávolt, Eur J Surg Oncol 2017

March  2024

• Left nipple-sparing mastectomy: 4 confluent
lumps measuring more than 4 cm

• Left axillary lymph node dissection
• Immediate breast reconstruction

Stage: pT2 (4.2 cm) pN2a (6/16) cM0

• IDC NOS, G2. pLVI1
• ER (IHC): 65%; PgR (IHC): 5%; Ki67: 40%; 

HER2 IHC score: 2+; ISH test: positive

Histology

Genetic counseling
• Germline mutation of BRCA2: c.6313delA 

p.(Ile2105Tyrfs) – class 5
• Bilateral prophylactic adnexectomy and right 

prophylactic mastectomy indicated
• First degree relatives counseling indicated



Timeline

Prof Curigliano: Case Presentation #2 (Continued)
Surgery

Aug 2023

Diagnosis Surgery

Sept 2023

Neoadjuvant
therapy

MH and diagnosis Surgery Chemotherapy Radiotherapy ET + Treatment escalation

ESMO Guidelines 2022; Donker, Lancet Oncol 2014; Sávolt, Eur J Surg Oncol 2017

March  2024

• Which adjuvant therapy?
• Olaparib?
• Continue TDX?
• TDM1?



Timeline

Prof Curigliano: Case Presentation #2 (Continued)
Surgery

Aug 2023

Diagnosis Surgery

Sept 2023

Neoadjuvant
therapy

MH and diagnosis Surgery Chemotherapy Radiotherapy ET + Treatment escalation

ESMO Guidelines 2022; Donker, Lancet Oncol 2014; Sávolt, Eur J Surg Oncol 2017

March  2024

• AC x 4 cycles
o Doxorubicin 60 mg/m2

o Cyclophosphamide 600 mg/m2

o Followed by TDM1

Adjuvant chemotherapy

Which is the best
AC schedule?

Standard AC (Q3W)
• Lower toxicity

Dose dense AC (Q2W)
• OS benefit in two clinical trials (CALGB 9741 and 

GIM2) evaluating the intensification of both
anthracyclines and taxanes

May  2024
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Module 1: HER2-Positive Breast Cancer
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Module 3: Triple-Negative Breast Cancer



monarchE Trial

• Johnston SR et al. monarchE: Primary overall survival (OS) results of adjuvant 
abemaciclib + endocrine therapy (ET) for HR+, HER2-, high-risk early breast 
cancer (EBC). ESMO 2025;Abstract LBA13.



Abstract LBA13



Phase III monarchE Study Design

Johnston SR et al. ESMO 2025;Abstract LBA13.



Phase III monarchE: Long-Term Overall Survival

Johnston SR et al. ESMO 2025;Abstract LBA13.

ET = endocrine therapy



Phase III monarchE: Long-Term IDFS

Johnston SR et al. ESMO 2025;Abstract LBA13.



Phase III monarchE: Authors’ Conclusions

Johnston SR et al. ESMO 2025;Abstract LBA13.



Adjuvant Ribociclib

• Crown J et al. Adjuvant ribociclib plus nonsteroidal aromatase inhibitor therapy 
in patients with HR+/HER2− early breast cancer: NATALEE 5-year outcomes. 
ESMO 2025;Abstract LBA14.



Abstract LBA14



Phase III NATALEE Study Design

Crown J et al. ESMO 2025;Abstract LBA14.



Phase III NATALEE: iDFS (ITT Population)

Crown J et al. ESMO 2025;Abstract LBA14.



Phase III NATALEE: OS (ITT Population)

Crown J et al. ESMO 2025;Abstract LBA14.



Phase III NATALEE: Authors’ Conclusions

Crown J et al. ESMO 2025;Abstract LBA14.



Dr Sharma: Case Presentation #1
62-year-old postmenopausal female with ER/PR-positive/HER2-negative right breast 
cancer. pT2N1 (3.5 cm grade II IDC, 1/4 positive sentinel LNs, ER = 100%, PR = 30%, 
HER2 IHC 1+, Ki-67 25%). S/p lumpectomy with SLNB. Oncotype DX® RS 28. Patient 
receives adjuvant chemotherapy with ddAC followed by weekly paclitaxel and then is 
started on adjuvant anastrozole along with adjuvant abemaciclib. She was enrolled on 
institutional protocol of adjuvant abemaciblib dose escalation with starting dose of 
100 mg BID for two cycles followed by 150 mg BID. She has been tolerating 
abemaciclib well for the last 6 months but reports debilitating arthralgias related to 
anastrozole requiring endocrine therapy switch to tamoxifen. 



SERENA-6 Trial: Patient-Reported Outcomes

• Mayer EL et al. Patient-reported outcomes (PROs) from the SERENA-6 trial of 
camizestrant (CAMI) + CDK4/6 inhibitor (CDK4/6i) for emergent ESR1m during 
first-line (1L) endocrine-based therapy and ahead of disease progression in 
patients (pts) with HR+/HER2– advanced breast cancer (ABC). ESMO 
2025;Abstract 486MO.



Abstract 486MO



Phase III SERENA-6 Study Design and Patient-Reported 
Outcomes Assessments

Mayer EL et al. ESMO 2025;Abstract 486MO.



Phase III SERENA-6: Time to Deterioration (TTD)

Mayer EL et al. ESMO 2025;Abstract 486MO.

CAMI = camizestrant; AI = aromatase inhibitor



Phase III SERENA-6: TTD — Patient-Reported Cancer Symptoms

Mayer EL et al. ESMO 2025;Abstract 486MO.



Phase III SERENA-6: TTD — Patient-Reported Functioning 

Mayer EL et al. ESMO 2025;Abstract 486MO.



Phase III SERENA-6: Authors’ Conclusions

Mayer EL et al. ESMO 2025;Abstract 486MO.

GHS = global health status; QoL = quality of life



Survey of 50 General 
Medical Oncologists: 

Breast Cancer

Survey Dates: 7/22/25 to 7/25/25
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Survey of 20 US-based clinical investigators

68%

32%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Yes

No

General Medical Oncologists

Regulatory and reimbursement issues aside, do you believe that the 
results from the SERENA-6 study justify the routine use of serial 
ctDNA monitoring for early detection of ESR1 mutations in patients 
with ER-positive, HER2-negative mBC receiving first-line therapy?

Yes

No

7

13

Survey of 20 US-based clinical investigators and 50 general medical oncologists

Clinical Investigators



The patient

GC, 54-year-old 
(post-menopausal)

PS ECOG 0, 63 kg, 
175 cm

Family history: 
None

Hypertension, Atrial
fibrillation, IBD

Prof Curigliano: Case Presentation #3



Diagnosis

March 2023
Self 

examination 
of left breast: 

lump 
detected

01.03.23 
Mammography + 
ultrasonography: 
lump of 43 mm, 

axillary nodes of 5 
cm  

21.03.23 
Core biopsy 

of left breast: 
ductal 

infiltrating 
carcinoma, 
multifocal, 

ER: 80%; PgR: 
80%; Ki67: 

40%; HER2+: 
3+

26.03.23: PET scan: 
liver metastases

29.03.23 Liver 
biopsy:

 Breast cancer 
metastases. ER: 
80%, PgR 10%; 

HER2: 0

31.03.23 AI 
plus 

palbociclib

SERENA 6

Prof Curigliano: Case Presentation #3 (Continued)



Diagnosis

March 2023
Self 

examination 
of left breast: 

lump 
detected

31.03.23 AI plus 
Palbociclib

With responsive 
disease

21.03.24 
ctDNA 

testing ESR1 
negatve

21.09.24 ctDNA testing 
ESR1 mutations

No radiological progression

Switch to 
camizestrant

March 2025
Camizestrant

plus 
palbociclib

October
2025 same
treatment

Prof Curigliano: Case Presentation #3 (Continued)



EMBER-3 Trial: Indirect Comparison

• Bidard FC et al. Imlunestrant plus abemaciclib versus fulvestrant plus 
abemaciclib in estrogen receptor positive (ER+), human epidermal growth 
factor receptor 2 negative (HER2-) advanced breast cancer (ABC): An indirect 
treatment comparison (ITC) of three phase 3 trials. ESMO 2025;Abstract 496P.



ESMO 2025;Abstract 496P



Indirect Treatment Comparison: Phase III Trials Included
(HR-Positive, HER2-Negative Advanced Breast Cancer)

Bidard FC et al. ESMO 2025;Abstract 496P.



Kaplan-Meier Plots and Survival Curves for Investigator-Assessed PFS

Bidard FC et al. ESMO 2025;Abstract 496P.
MAIC = matching-adjusted indirect comparison



Forest Plot of Imlunestrant with Abemaciclib versus Fulvestrant 
with Abemaciclib

Bidard FC et al. ESMO 2025;Abstract 496P.



Authors’ Conclusions

Bidard FC et al. ESMO 2025;Abstract 496P.



Survey of US-based general medical oncologists

Regulatory and reimbursement issues aside, are there situations in which you 
would employ the combination of imlunestrant/abemaciclib as first-line 
treatment for ER-positive, HER2-negative mBC?

Regulatory and reimbursement issues aside, are there situations in which you 
would employ the combination of imlunestrant/abemaciclib as second- or later-
line treatment for ER-positive, HER2-negative mBC?

56%

44%

0% 10% 20% 30% 40% 50% 60% 70% 80%

Yes

No

68%

32%

0% 10% 20% 30% 40% 50% 60% 70% 80%

Yes

No



Survey of 20 US-based clinical investigators

Yes 20

Regulatory and reimbursement issues aside, are there situations in which you 
would employ the combination of imlunestrant/abemaciclib as second- or 
later-line treatment for ER-positive, HER2-negative mBC?

Regulatory and reimbursement issues aside, are there situations in which you 
would employ the combination of imlunestrant/abemaciclib as first-line 
treatment for ER-positive, HER2-negative mBC?

Yes

No

16

4



Giredestrant

• Mayer EL et al. Giredestrant (GIRE), an oral selective oestrogen receptor (ER) 
antagonist and degrader, + everolimus (E) in patients (pts) with ER-positive, 
HER2-negative advanced breast cancer (ER+, HER2– aBC) previously treated 
with a CDK4/6 inhibitor (i): Primary results of the phase III evERA BC trial. 
ESMO 2025;Abstract LBA16.

• Llombart-Cussac A et al. Preoperative window-of-opportunity study with 
giredestrant or tamoxifen (tam) in premenopausal women with estrogen 
receptor-positive (ER+)/human epidermal growth factor receptor 2-negative 
(HER2-) and Ki67≥10% early breast cancer (EBC): The EMPRESS study. ESMO 
2025;Abstract 294MO.



Abstract LBA16

Abstract 294MO



Phase III evERA Breast Cancer Study Design

Mayer EL et al. ESMO 2025;Abstract LBA16.



Phase III evERA Breast Cancer Coprimary Endpoint:
INV-PFS in the ESR1m Population

Mayer EL et al. ESMO 2025;Abstract LBA16.



Phase III evERA Breast Cancer Coprimary Endpoint:
INV-PFS in the ITT Population

Mayer EL et al. ESMO 2025;Abstract LBA16.



Phase III evERA Breast Cancer: Safety Overview

Mayer EL et al. ESMO 2025;Abstract LBA16.



Phase III evERA Breast Cancer: Authors’ Conclusions

Mayer EL et al. ESMO 2025;Abstract LBA16.



Phase II EMPRESS Study Design

Llombart-Cussac A et al. ESMO 2025;Abstract 294MO.



Phase II EMPRESS: Primary Endpoint

Llombart-Cussac A et al. ESMO 2025;Abstract 294MO.



Phase II EMPRESS: Authors’ Conclusions

Llombart-Cussac A et al. ESMO 2025;Abstract 294MO.



Dr Sharma: Case Presentation #2
• 59-year-old postmenopausal female presents with HR+ de novo stage IV breast cancer. She 

has a 4 cm right breast mass, palpable axillary lymph nodes, 4 osseous lesions and right 
pleural disease on scans. Biopsy of the breast mass and pleural disease shows invasive 
breast cancer, ER = 100%, PR = 50%, HER2 IHC 1+.  

• She starts on first line treatment with letrozole and ribociclib along with monthly 
denosumab. This regimen controls her disease for 3 years. Now there is disease progression 
in the right pleural disease/effusion, and she has two new pulmonary nodules. 

• ctDNA testing shows no ESR1 mutation, no PI3K mutation and no other targetable alteration. 
She enrolls on a clinical trial as part of which she receives everolimus and giredestrant oral 
therapy. Prophylactic steroid mouth wash is started along with treatment to prevent 
mucositis. Scans done after 8 weeks of treatment show reduction in the size of two lung 
lesions. Despite steroid mouthwash, patient has symptomatic mucositis which resolves with 
one dose level reduction of everolimus. Patient continues on this therapy for 13 months, at 
which time she is noted to have new liver lesions.



CAPItello-291

• Rugo HS et al. Capivasertib plus fulvestrant as first and second-line endocrine-
based therapy in PIK3CA/AKT1/PTEN-altered hormone receptor-positive 
advanced breast cancer: Subgroup analysis from the phase 3 CAPItello-291 
trial. ESMO 2025;Abstract 526P.





Phase III CAPItello-291 Study: Subgroup Analysis

Rugo HS et al. ESMO 2025;Abstract 526P.



Phase III CAPItello-291: PFS — Chemotherapy Naïve, 
PIK3CA/AKT1/PTEN Altered

Patients First-line ET subgroup (no prior ET)

Rugo HS et al. ESMO 2025;Abstract 526P.



Phase III CAPItello-291: PFS — Chemotherapy Naïve, 
PIK3CA/AKT1/PTEN Altered (Continued)

Second-line ET subgroup (1 prior ET) Second-line ET (after AI and CDK4/6i) subgroup

Rugo HS et al. ESMO 2025;Abstract 526P.

AI = aromatase inhibitor; CDK4/6i = CDK4/6 inhibitor



Phase III CAPItello-291: Author’s Conclusions

Rugo HS et al. ESMO 2025;Abstract 526P.



Survey of 50 US-based general medical oncologists

A 65-year-old woman (PS 0) with ER-positive, HER2-negative (IHC 0/null) de 
novo mBC receives ribociclib + letrozole for 2.5 years followed by disease 
progression with multiple symptomatic visceral metastases and normal LFTs

48% (24)

20% (10)

10% (5)

8% (4)

4% (2)

4% (2)

4% (2)

2% (1)

0% 10% 20% 30% 40% 50% 60%

Capivasertib + fulvestrant

Alpelisib + fulvestrant

Capecitabine

Abemaciclib + fulvestrant

Other chemotherapy

Fulvestrant

Sacituzumab govitecan

Everolimus + fulvestrant

ESR1 wild type PIK3CA mutation



Survey of 20 US-based clinical investigators.

A 65-year-old woman (PS 0) with ER-positive, HER2-negative 
(IHC 0/null) de novo mBC receives ribociclib + letrozole for 
2.5 years followed by disease progression with multiple 
symptomatic visceral metastases and normal LFTs

Capivasertib + fulvestrant

Capecitabine

Everolimus + fulvestrant

Alpelisib + fulvestrant

Inavolisib + palbociclib + fulvestrant

14

3

1

1

1

ESR1 wild type PIK3CA mutation





Phase Ib/II MORPHEUS BC Study Design

Rugo HS et al. ESMO 2025;Abstract 508P.



Phase Ib/II MORPHEUS BC: Best Confirmed ORRs

Rugo HS et al. ESMO 2025;Abstract 508P.



Phase Ib/II MORPHEUS BC: Authors’ Conclusions

Rugo HS et al. ESMO 2025;Abstract 508P.



Survey of 50 US-based general medical oncologists

A 65-year-old woman (PS 0) with ER-positive, HER2-negative (IHC 0/null) 
breast cancer receives adjuvant abemaciclib + anastrozole for 2 years followed 
by development of biopsy-confirmed ER-positive, HER2-negative (IHC 0/null) 
metastatic disease with multiple minimally symptomatic bone metastases

54% (27)

24% (12)

12% (6)

2% (1)

2% (1)

2% (1)

2% (1)

2% (1)

0% 10% 20% 30% 40% 50% 60% 70%

Capivasertib + fulvestrant

Alpelisib + fulvestrant

Inavolisib + palbociclib + 
fulvestrant

Everolimus + exemestane

Everolimus + fulvestrant

Datopotamab deruxtecan

Fulvestrant

Other chemotherapy

ESR1 wild type PIK3CA mutation



Survey of 20 US-based clinical investigators.

A 65-year-old woman (PS 0) with ER-positive, HER2-negative 
(IHC 0/null) breast cancer receives adjuvant abemaciclib + 
anastrozole for 2 years followed by development of biopsy-
confirmed ER-positive, HER2-negative (IHC 0/null) metastatic 
disease with multiple minimally symptomatic bone metastases

Inavolisib + palbociclib + fulvestrant

Capivasertib + fulvestrant

Ribociclib + fulvestrant

Everolimus + fulvestrant

10

8

1

1

ESR1 wild type PIK3CA mutation



Dr Sharma: Case Presentation #3
65-year-old with pT2N2 HR+ breast cancer. S/p lumpectomy and ALND which showed 2.8 cm 
grade II IDC with 4/9 involved axillary lymph nodes. ER = 70%, PR = 30%, HER2 IHC 0, Ki-67 
38%. Receives adjuvant chemotherapy with ddAC followed by paclitaxel. This is followed by 
chest wall and RNI irradiation. She starts on adjuvant letrozole but declines adjuvant 
abemaciclib or ribociclib due to concerns about side effects impacting quality of life and 
“treatment fatigue”. 

18 months after initiating letrozole she complains of abdominal pain. CT scans show 7 liver 
lesions and osseous disease. Biopsy of the liver lesion confirms metastatic breast cancer, ER = 
80%, PR = 20%, HER2 IHC 0. Genomic testing on the liver biopsy shows the only abnormality is 
a PIK3CA mutation (E545K). Labs, including liver function tests, are normal and HbA1c is 5.8. 

She starts first-line treatment with inavolisib/palbociclib/fulvestrant. Two weeks after starting 
the treatment she develops rash on arms and legs (grade 1). She is instructed to start 
loratadine every day which leads to improvement in the rash. Scans done after 12 weeks show 
improvement in the liver disease and sclerosis of the osseous lesions. Fasting blood sugar is 
now 120 and HbA1c is 6.9. She is started on metformin 500 mg every day for hyperglycemia. 



VIKTORIA-1

• Hurvitz SA et al. Gedatolisib (geda) + fulvestrant ± palbociclib (palbo) vs 
fulvestrant in patients (pts) with HR+/ HER2-/PIK3CA wild-type (WT) advanced 
breast cancer (ABC): First results from VIKTORIA-1. ESMO 2025;Abstract LBA17.



Abstract LBA17



Phase III VIKTORIA-1 Study Design

Hurvitz SA et al. ESMO 2025;Abstract LBA17.



Phase III VIKTORIA-1: PFS with Gedatolisib Triplet versus Fulvestrant

Hurvitz SA et al. ESMO 2025;Abstract LBA17.



Phase III VIKTORIA-1: PFS with Gedatolisib Doublet versus Fulvestrant

Hurvitz SA et al. ESMO 2025;Abstract LBA17.



Phase III VIKTORIA-1: Safety

Hurvitz SA et al. ESMO 2025;Abstract LBA17.

metastases



Phase III VIKTORIA-1: Authors’ Conclusions

Hurvitz SA et al. ESMO 2025;Abstract LBA17.

WT = wild type



Sacituzumab Tirumotecan

• 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 3 OptiTROP-Breast02 study. 
ESMO 2025;Abstract LBA23.



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: Safety

Li M et al. ESMO 2025;Abstract LBA23.

TRAEs = treatment-related adverse events



Phase III OptiTROP-Breast02: Authors’ Conclusions

Li M et al. ESMO 2025;Abstract LBA23.



ER-Positive, HER2 (0 or low), mBC: Sequencing of Systemic 
Therapies Post Endocrine Treatment
ER-positive, HER2-low

- T-DXd 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



Agenda

Module 1: HER2-Positive Breast Cancer

Module 2: HR-Positive Breast Cancer

Module 3: Triple-Negative Breast Cancer



Neoadjuvant Durvalumab for TNBC

• Loibl S et al. Durvalumab in combination with neoadjuvant chemotherapy in 
early triple-negative breast cancer (TNBC) – Long-term analysis from the 
GeparNuevo trial. ESMO 2025;Abstract 292MO.



Abstract 292MO



Phase II GeparNuevo Study Design

Loibl S et al. ESMO 2025;Abstract 292MO.



Phase II GeparNuevo: Updated IDFS

Loibl S et al. ESMO 2025;Abstract 292MO.



Phase II GeparNuevo: 7-Year Overall Survival

Loibl S et al. ESMO 2025;Abstract 292MO.



Phase II GeparNuevo: Authors’ Conclusions

Loibl S et al. ESMO 2025;Abstract 292MO.

NACT = neoadjuvant chemotherapy; TIL = tumor-infiltrating lymphocyte



ASCENT-03

• Cortés JC et al. Primary results from ASCENT-03: A randomized phase 3 study of 
sacituzumab govitecan (SG) vs chemotherapy (chemo) in patients (pts) with 
previously untreated advanced triple-negative breast cancer (TNBC) who are 
unable to receive PD-(L)1 inhibitors (PD-[L]1i). ESMO 2025;Abstract LBA20.



Abstract LBA20



Phase III ASCENT-03 Study Design

Cortés JC et al. ESMO 2025;Abstract LBA20.



Phase III ASCENT-03: PFS by BICR

Cortés JC et al. ESMO 2025;Abstract LBA20.



Phase III ASCENT-03: Common AEs

Cortés JC et al. ESMO 2025;Abstract LBA20.



Phase III ASCENT-03: Authors’ Conclusions

Cortés JC et al. ESMO 2025;Abstract LBA20.



ASCENT-04 Patient Reported Outcomes

• de Azambuja E et al. Patient-reported outcomes (PROs) with sacituzumab 
govitecan (SG) + pembrolizumab (pembro) vs chemotherapy (chemo) + pembro 
in patients (pts) with previously untreated PD-L1+ metastatic triple-negative 
breast cancer (mTNBC) in the phase 3 ASCENT-04/KEYNOTE-D19 study. ESMO 
2025;Abstract LBA22.



Abstract LBA22



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.



Phase III ASCENT-04/KEYNOTE-D19: Authors’ Conclusions

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



Dr Sharma: Case Presentation #4

• 52-year-old African American female with left cT2N+ (3.8 cm mass on imaging and 3 
abnormal level 1 lymph nodes) TNBC who receives neoadjuvant therapy with KN-522 
regimen. Germline testing is negative for BRCA1/2 mutation. At time of surgery 
(mastectomy with SLNB) there is residual TNBC in breast measuring 1.2 cm and one 
of four sentinel lymph nodes with metastatic focus measuring 5 mm. She receives 
adjuvant capecitabine for 6 cycles along with adjuvant pembrolizumab and chest 
wall and regional nodal radiation. 

• Two months after completion of adjuvant pembrolizumab she is noted to have left 
chest wall lesions. Biopsy of skin lesions confirms metastatic TNBC, PD-L1 CPS < 10.  
CT scans show three liver lesions. She is started on treatment with first-line 
sacituzumab govitecan. Scans after three cycles show decrease in liver lesions and 
improvement in chest wall disease. 



TROPION-Breast02

• Dent RA 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 3 TROPION-Breast02 trial. ESMO 
2025;Abstract LBA21.



Abstract LBA21



Phase III TROPION-Breast02 Study Design

Dent RA et al. ESMO 2025;Abstract LBA21.

Dato-DXd = datopotamab deruxtecan



Phase III TROPION-Breast02: PFS by BICR

Dent RA et al. ESMO 2025;Abstract LBA21.



Phase III TROPION-Breast02: OS

Dent RA et al. ESMO 2025;Abstract LBA21.



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

Dent RA et al. ESMO 2025;Abstract LBA21.



Phase III TROPION-Breast02: Authors’ Conclusions

Dent RA et al. ESMO 2025;Abstract LBA21.



Clinical case
• 58 –year-old woman, Caucasian ethnicity
• BMI: 23, non-smoker, drinks socially, cephalosporins allergy, thalassemia minor
• Family history of cancer: mother with ovarian cancer

Oct 2016 Aug 2024

Liver Biopsy
Metastases of breast origin.

ER: 0%; PgR: 0%; HER2: 1+, 
PD-L1 negative

Adjuvant Letrozole

Nov 2016 – Aug 2018

Datopotamab 
deruxtecan

Sept 2024 – Sep 2025

Carboplatin

Oct 2025 –

Right Lumpectomy +
Sentinel lymph node Biopsy

Moderately differentiated ductal carcinoma of 
the right breast. ER: 98%; PgR: 98%; Ki67: 

18%; HER2: 1+. Stage: pT1c pN0 cM0

Liver PD

DFS: 23 mo

Prof Curigliano: Case Presentation #4



Clinical case

Sept 2024

Dato-DXd 
5.4 mg/Kg

Prof Curigliano: Case Presentation #4 (Continued)



Clinical case

Sep 2024

PR (-90%)

Jan 2025

4 cycles

Dato-DXd 
5.4 mg/Kg

Prof Curigliano: Case Presentation #4 (Continued)



Clinical case

Sept 2024

PR (-90%)
G1 ILD

Dec 2024

4 cycles

No symptoms. SpO2: 98%

Oct 2024

Dato-DXd 
5.4 mg/Kg

Prof Curigliano: Case Presentation #4 (Continued)



Clinical case

Sep 2024

PR (-90%)
G1 ILD

Dec 2024

4 cycles

No symptoms. SpO2: 98%
Dato-DXd interruption
Pulmonary function test in the normal range
Pulmonologist consultation

Oct 2022

Dato-DXd 
5.4 mg/Kg

Prof Curigliano: Case Presentation #4 (Continued)



Clinical case
PR (-90%)

G1 ILD

Dec 2024

4 cycles

No symptoms. SpO2: 98%
Dato-DXd interruption
Pulmonary function test in the normal range
Pulmonologist consultation

• Dexamethasone 4.5 mg/die for 10 days followed by tapering
• Levofloxacin 750 mg/die for 10 days

Chest HRCT follow-up after 10 days, and every month
Oct 2022

Prof Curigliano: Case Presentation #4 (Continued)

Dato-DXd 
5.4 mg/Kg

Sep 2024



Clinical case

Sep 2024

PR (-90%)
G1 ILD

Dec 2024

4 cycles

Dato-DXd 
5.4 mg/Kg

Feb 2025

T-DXd 
4.4 mg/Kg

5 cycles

Prof Curigliano: Case Presentation #4 (Continued)



ER-Negative, HER2 (0 or low), PD-L1-positive mBC: 
Sequencing of Systemic Therapies
ER-negative, HER2-low, PD-L1-positive (immunotherapy)

- T-DXd 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 (0 or low), PD-L1-negative mBC: 
Sequencing of Systemic Therapies
ER-negative, HER2-low, PD-L1-negative

- T-DXd 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



ILD Grading per CTCAE v.5

• Grade 1: asymptomatic

• Grade 2: symptomatic

• Grade 3-4: severe symptoms, O2 indicated



ILD: CT patterns
• The most common radiologic findings include widespread patchy

consolidations and/or ground-glass opacities, with or without intralobular
reticular opacity and septal thickening.

Baba, IJCO 2023



ILD risk factors

• T-DXd associated risk factors: age, enrollment in Japan, 
T-DXd dose, SpO2, moderate/severe renal impairment, 
presence of lung comorbidities (not including lung
cancer), time since initial diagnosis

• Patients with severe lung comorbidities were not
included in DESTINY trials

• Screen lung diseases (e.g., ILD, pneumonitis, pulmonary
fibrosis, severe radiation pneumonitis, preexisting
chronic lung condition requiring the use of 
corticosteroids within the past 6 months)
• If the forced vital capacity or DLCO is ≤70% predicted and/or 

the HRCT findings are indicative of chronic lung conditions, 
the multidisciplinary team should be consulted

Powell. ESMO Open 2022;7:100554.

ILD Risk Factors: Pooled Analysis from 9 Phase I/II Trials 
of T-DXd Monotherapy

Time to First Adjudicated Drug-Related ILD Event
Subgroup Analysis

*HRs are presented relative to the reference categories indicated. †Includes asthma, chronic obstructive pulmonary disease, prior interstitial lung disease/pneumonitis, pulmonary fibrosis, pulmonary 
emphysema, and radiation pneumonitis. ‡Due to differences in data collection among the studies, some data were not collected for all patients; thus, the number of patients may not add up to the total 
population. §Determined by Cockcroft-Gault formula.
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Pooled population (N=1150) HER2+ breast cancer (5.4 mg/kg q3w)(N=245)
No. at risk (events)

Pooled population
HER2+ breast cancer

1150(0) 547(101) 262(154) 142(170) 84(174) 35(176) 13(176) 7(176) 4(177) 0(177)
245(0) 170(20) 95(37) 66(37) 45(38) 11(40) 2(40) 1(40) 0(40) 0(40)

ILD rate
Pooled population

HER2+ breast cancer
0 9.2% 14.3% 16.0% 16.4% 16.6% 16.6% 16.6% 17.5% 17.5%
0 8.2% 15.1% 15.1% 15.5% 16.3% 16.3% 16.3% 16.3% 16.3%

Potential risk factor Patients, n
(N=1150)

Hazard ratio*

(95% Cl)
Hazard Ratio* (95% Cl)

Age Group
<65 years
≥65 years

754
396

1.56 (1.02-2.38)
Ref

Country
Japan
Non-Japan

506
644

2.08 (1.45-2.98)
Ref

Lung comorbidities†

Yes
No

81
1069

1.75 (1.03-2.98)
Ref

Baseline renal function‡,§

Normal
Mild Decrease
Moderate/Severe Decrease

470
458
196

Ref
1.24 (0.83-1.84)
2.73 (1.65-4.52)

Time since disease diagnosis‡

0 to ≤4 years
>4 years

624
403

Ref
1.82 (1.20-2.75)

Dose
5.4 mg/kg q3w
6.4 mg/kg q3w
>6.4 mg/kg q3w

315
808
27

Ref
1.30 (0.85-1.99)
2.92 (1.32-6.42)

Baseline SpO2
‡

≥95%
<95%

1080
57

Ref
2.14 (1.11-4.13)

0.50.250.10.05 1 2 4 8 16 32 64

Powell, ESMO Open 2022



Risk factors

Park, ESMO Breast 2024



Diagnosis

• No finding is pathognomonic for ILD, which makes it a diagnosis of 
exclusion

• HRCT

• Pulse Oximetry

• Lab test: CBC, liver and kidney function, electrolytes, CRP, ESR, PCT, 
LDH, additional infective analysis based on suspect (blood culture, 
expectorated sputum, urinary antigens, β-D glucan), tumor markers 
and autoimmune antibodies

• Pulmonologist consultation

• Additional tests:
• Arterial blood gases

• Bronchoalveolar lavage: lymphocytosis, eosinophilia, and/or neutrophilia, with the most
frequent finding being lymphocytic alveolitis with the predominance of CD8+ cells.

• Blood culture

• Pulmonary function testing: restrictive pattern, with decreased total lung capacity, 
residual volume, vital capacity, and impaired diffusing capacity, based on the damage of 
the alveolar-capillary interface

Tarantino, JAMA Oncology 2021



Grade 1 ILD management

• The administration of T-DXd must be interrupted

• Consider starting systemic steroids (e.g. at least 0.5 mg/kg/day prednisone or 
equivalent) until improvement, followed by gradual taper over at least 4 weeks 

• Monitor and weekly follow-up for onset of clinical symptoms and pulse oximetry

• Consider follow-up imaging in 1-2 weeks (or as clinically indicated)

• T-DXd can be restarted in case of complete resolution of the event (ILD recovery 
period for T-DXd retreatment is 18 weeks in recent studies, if no progression of 
disease)
• Same dose if resolved in ≤ 28 days from day of onset

• -1 level if resolved in >28 days



Grade 2-4 ILD management
• Permanent discontinuation of T-DXd

• Oxygen supplementation according to SpO2

• Broad-spectrum antibiotics when an underlying infection cannot be ruled out

• In, corticosteroid-refractory cases, consider alternative etiologies or additional immunosuppressive agents 
(infliximab, mycophenolate mofetil, intravenous immunoglobulin, or cyclophosphamide)

• Re-image as clinically indicated

G2 G3-4

• Prednisolone or equivalent (1 mg/kg/die) for at least 2 weeks, 
followed by gradual taper over at least 4 weeks

• In case of worsening or no improvement observed in 3 to 5 
days, increase the dose (2 mg/kg/d) and/or switch to IV 
methylprednisolone (2 mg/kg/d)

• Hospitalization
• Methylprednisolone or equivalent (0.5-1 g/die) for 3 days, 

followed by prednisolone (1 mg/kg/die), for at least 2 weeks, 
followed by gradual taper over at least 4 weeks 
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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. 

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.


