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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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Corti C et al. Cancer Treat Rev 2022;103:102324.

Hypothesized Mechanism of Spread to the Central Nervous 
System by Breast Cancer Cells



Optimal Drug Design for Targeting Brain Metastases

Corti C et al. Cancer Treat Rev 2022;103:102324.

(lipophilic/non-polar,
for passive permeability)

BBB = blood-brain barrier; ICF = intracellular fluid; CSF = cerebrospinal fluid; ISF = interstitial fluid



Commonly Mutated Genes in Brain Metastases from Breast Cancer

Corti C et al. Cancer Treat Rev 2022;103:102324.



Treatment Algorithm for Patients with Brain Metastases (BMs)
from Breast Cancer

Corti C et al. Cancer Treat Rev 2022;103:102324.
WBRT = whole-brain radiation therapy; TTZ = trastuzumab



NPJ Breast Cancer 2022 September 8;8(1):103.



Cancer 2022 October 12;[Online ahead of print].
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MODULE 1: Case Presentations
• Dr Lamar: 78-year-old woman presents with triple-positive breast cancer and a suspicious mass in the liver 

• Dr Nathwani: 44-year-old woman with ER/PR-negative, HER2-positive metastatic breast cancer with CR to THP 
develops multiple brain metastases 3 months later

• Dr Gosain: 36-year-old woman with triple-positive breast cancer develops brain metastases 5 years after 
primary neoadjuvant treatment

• Dr Agrawal: 45-year-old woman with ER/PR-positive, HER2-low (IHC 1+) metastatic breast cancer experiences 
PD after abemaciclib/OFS and an AI 

• Dr Choksi: 62-year-old woman with ER/PR-positive, HER2-negative localized breast cancer develops triple-
positive metastatic breast cancer

• Dr Peswani: 50-year-old woman with 1.2-cm triple-positive breast cancer underwent mastectomy (surgical 
specimen HER2-negative) and adjuvant TH. Now presents with HER2-negative localized recurrence



Case Presentation: 78-year-old woman presents with triple-
positive breast cancer and a suspicious mass in the liver

Dr Zanetta Lamar (Naples, Florida)



Case Presentation: 44-year-old woman with ER/PR-negative, 
HER2-positive metastatic breast cancer with CR to THP 
develops multiple brain metastases 3 months later

Dr Niyati Nathwani (Charlotte, North Carolina) 



Case Presentation: 36-year-old woman with triple-positive 
breast cancer develops brain metastases 5 years after 
primary neoadjuvant treatment 

Dr Rahul Gosain (Corning, New York)



Case Presentation: 45-year-old woman with ER/PR-positive, 
HER2-low (IHC 1+) metastatic breast cancer experiences PD 
after abemaciclib/OFS and an AI

Dr Laila Agrawal (Louisville, Kentucky)



Case Presentation: 45-year-old woman with ER/PR-positive, 
HER2-low (IHC 1+) metastatic breast cancer experiences PD 
after abemaciclib/OFS and an AI (continued)

Dr Laila Agrawal (Louisville, Kentucky)



Case Presentation: 62-year-old woman with ER/PR-positive, 
HER2-negative localized breast cancer develops triple-positive 
metastatic breast cancer

Dr Mamta Choksi (New Port Richey, Florida)



Case Presentation: 50-year-old woman with 1.2-cm triple-
positive breast cancer underwent mastectomy (surgical 
specimen HER2-negative) and adjuvant TH. Now presents
with HER2-negative local recurrence

Dr Namrata Peswani (Richardson, Texas)
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A 65-year-old woman with an ER-negative, HER2-positive IDC experiences 
asymptomatic recurrence in the liver and multiple brain metastases 12 
months after completing neoadjuvant TCHP followed by adjuvant T-DM1. 
Would you use radiation therapy (RT)? Regulatory and reimbursement 
issues aside, which systemic treatment would you recommend?

Yes, RT followed by 
T-DXd

Yes, RT followed by 
tucatinib + trastuzumab/ 

capecitabine

Yes, RT followed by 
paclitaxel/HP

No, defer RT and 
administer T-DXd

Yes, RT followed by 
tucatinib + trastuzumab/ 

capecitabine

No, defer RT and administer 
tucatinib + trastuzumab/ 

capecitabine

T-DXd = trastuzumab deruxtecan



A 65-year-old woman with an ER-negative, HER2-positive IDC experiences 
asymptomatic recurrence in the liver and 3 small brain metastases that are 
amenable to stereotactic radiation therapy 12 months after completing 
neoadjuvant TCHP followed by adjuvant T-DM1. Would you use SBRT? 
Regulatory and reimbursement issues aside, which systemic treatment 
would you recommend?

Yes, RT followed 
by T-DXd

Yes, SBRT followed by 
tucatinib + trastuzumab/ 

capecitabine

No, defer SBRT and 
administer 

paclitaxel/HP

No, defer SBRT and 
administer T-DXd

Yes, SBRT followed by 
T-DXd or tucatinib-

based tx

Yes, SBRT followed 
by THP

SBRT = stereotactic body radiation therapy



A woman who has completed 5 years of an adjuvant aromatase 
inhibitor for ER-positive, HER2 IHC 2+, FISH-negative breast cancer 
develops asymptomatic, low-volume, nonvisceral metastases 3 
years later. Regulatory and reimbursement issues aside, when 
would you most likely offer trastuzumab deruxtecan?

After 2 lines of 
endocrine therapy

After 1 line of 
chemotherapy

After 1 line of 
chemotherapy

After 1 line of endocrine 
therapy, after 1 line of 

chemotherapy

After 1 line of 
chemotherapy

After 2 lines of 
endocrine therapy



A woman undergoes neoadjuvant chemotherapy and surgery for 
BRCA wild-type, ER-negative, HER2 IHC 2+, FISH-negative breast 
cancer and develops asymptomatic, low-volume, nonvisceral
metastases while receiving adjuvant capecitabine. Regulatory and 
reimbursement issues aside, when would you most likely offer 
trastuzumab deruxtecan?

As third-line therapy

As third-line therapy As second-line therapy

As second-line therapy As first-line if PD-L1(-), 
second-line if PD-L1(+)

As second-line therapy



Regulatory and reimbursement issues aside, would you offer 
trastuzumab deruxtecan to a patient with HER2 IHC 0 metastatic 
breast cancer (mBC) with a HER2 mutation? 

Yes

No Yes

Yes No

Yes



A 65-year-old woman presents with a 3.4-cm ER-positive, HER2-positive 
IDC with biopsy-proven positive axillary nodes, receives neoadjuvant 
TCHP and at surgery is found to have 1.2 cm of residual tumor in the 
breast and 2 positive nodes. Regulatory and reimbursement issues aside, 
which adjuvant anti-HER2 therapy would you recommend?

T-DM1 à neratinib

T-DM1 à neratinib T-DM1

T-DM1 alone or 
followed by neratinib T-DM1 à neratinib

T-DM1



A patient presenting with localized HER2-positive (IHC 3+) breast 
cancer presents with metastatic disease after prior neoadjuvant 
and postoperative adjuvant treatment. Would a liquid biopsy 
finding of HER2 0 change your approach to treatment?

No, I would confirm result 
with tissue biopsy before 

changing therapy 

No, I would continue 
to use anti-HER2 

therapy as before

No, I would continue 
to use anti-HER2 

therapy as before

No, I would continue 
to use anti-HER2 

therapy as before

No, I would continue 
to use anti-HER2 

therapy as before

No, I would confirm result 
with tissue biopsy before 

changing therapy 
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J Clin Oncol 2022 August;40:2612-35.



Updated Results of Tucatinib vs Placebo Added to 
Trastuzumab and Capecitabine for Patients with 
Pretreated HER2+ Breast Cancer with and without 
Brain Metastases (HER2CLIMB)
Curigliano G et al.
ASCO 2022;Abstract 1043.



HER2CLIMB-02 Phase III Trial Design

Primary endpoint: PFS by investigator assessment

Estimated enrollment: N = 460

• Unresectable locally advanced or metastatic 
breast cancer

• HER2-positive

• Prior treatment with taxane and trastuzumab 
in any setting, separately or in combination

Tucatinib + T-DM1

Placebo + T-DM1

www.clinicaltrials.gov. NCT03975647. Accessed August 2022.

R



HER2CLIMB-05 Phase III Study Schema

Hamilton E et al. ASCO 2022;Abstract TPS1108.



J Clin Oncol 2022 August;40:2636-55.



Phase 2 Trial of Tucatinib plus Trastuzumab 
Deruxtecan in Patients with HER2+ Locally Advanced 
or Metastatic Breast Cancer with and without Brain 
Metastases (HER2CLIMB-04, Trial in Progress)
Krop I et al.
ASCO 2022;Abstract TPS1111.



HER2CLIMB-04: Phase II Trial of Tucatinib + 
Trastuzumab Deruxtecan in Patients with HER2+ 
Locally Advanced or Metastatic Breast Cancer with 
and without Brain Metastases
Carey L et al.
ESMO 2021;Abstract 331TiP.



HER2CLIMB-04 Study Design

Carey L et al. ESMO 2021;Abstract 331TiP.



HER2CLIMB-04: CNS Eligibility Criteria

Carey L et al. ESMO 2021;Abstract 331TiP.



Trastuzumab-Deruxtecan (T-DXd) in HER2-Positive 
Breast Cancer Patients (Pts) with Active Brain 
Metastases: Primary Outcome Analysis from the 
TUXEDO-1 Trial

Bartsch R et al. 
ESMO Breast 2022;Abstract 165MO.



Bartsch R et al. ESMO Breast 2022;Abstract 165MO.



N Engl J Med 2022 March 24;386:1143-54.



DESTINY-Breast03: Progression-Free Survival

Cortés J et al. N Engl J Med 2022;386(12):1143-54. 



DESTINY-Breast03: First Interim Analysis of Overall Survival

Cortés J et al. N Engl J Med 2022;386(12):1143-54. 



DESTINY-Breast09 Phase III Trial Design

Primary endpoint: Progression-free survival

Estimated enrollment: N = 1,134

Pathologically documented breast cancer:

• Advanced or metastatic

• Locally assessed and prospectively centrally 
confirmed as IHC 3+ or ISH+

• Documented by local testing as HR-positive 
or negative in the metastatic setting

No prior chemotherapy or HER2-targeted 
therapy for advanced or metastatic disease or 
only 1 previous line of ET in the metastatic 
setting

Prior (neo)adjuvant chemotherapy or HER2-
targeted therapy allowed if >6 months from 
treatment to diagnosis of metastasis

T-DXd
+ 

pertuzumab-matching placebo

T-DXd + pertuzumab

www.clinicaltrials.gov. NCT04784715. Accessed August 2022.

R

Investigator choice of docetaxel 
or paclitaxel combined with 
pertuzumab/trastuzumab



DESTINY-Breast07 Phase I/II Trial Design

Primary endpoints: AEs, serious AEs
Secondary endpoints: Objective response rate, PFS, PFS2, DoR, OS

Estimated enrollment: N = 450

• Metastatic breast cancer

• HER2-positive

• No prior treatment for metastatic disease 
(0-1 prior treatment allowed for part 2)

T-DXd + durvalumab

www.clinicaltrials.gov. NCT04538742. Accessed August 2022.

T-DXd + pertuzumab

T-DXd + paclitaxel

T-DXd + durvalumab + paclitaxel

T-DXd

T-DXd + tucatinib
Part 2, patients with active brain metastases



Abstract LBA3



T-DXd Mechanism of Action, Bystander Effect and Rationale for 
Targeting HER2-Low Breast Cancer

Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20. 



DESTINY-Breast04: PFS for HR-Positive (Primary Endpoint) and 
All Patients

Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20. 

mPFS = median progression-free survival



DESTINY-Breast04: Common Drug-Related TEAEs

Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20. 



DESTINY-Breast04: Adverse Events of Special Interest

Modi S et al. ASCO 2022;Abstract LBA3. Modi S et al. N Engl J Med 2022 July 7;387(1):9-20. 



DESTINY-Breast08 Phase I Trial Design

Primary endpoints: Adverse events, serious adverse events
Secondary endpoints: Objective response rate, progression-free survival, duration of 
response, overall response

Estimated enrollment: N = 182

• Metastatic breast cancer (mBC)

• HER2-low (IHC 2+/ISH- or IHC 1+/ISH- or 
untested)

• HR-positive

• At least 1 prior line of ET +/- targeted therapy 
and 1 prior line of chemotherapy for mBC
(Part 1)

• Only 1 prior line of ET +/- targeted therapy 
and no prior chemotherapy for mBC (Part 2)

T-DXd + capecitabine

www.clinicaltrials.gov. NCT04538742. Accessed August 2022.

T-DXd + durvalumab + paclitaxel

T-DXd + capivasertib

T-DXd + anastrozole

T-DXd + fulvestrant





Phase III TROPiCS-02 Trial Schema and Post Hoc Analysis 

Marmé F et al. ESMO 2022;Abstract 214MO. 



TROPiCS-02: Post Hoc Analysis of PFS with Sacituzumab Govitecan
in the HER2-Low Subgroup

Marmé F et al. ESMO 2022;Abstract 214MO. 



TROPiCS-02: Post Hoc Analysis of Overall Response with 
Sacituzumab Govitecan by HER2 Status

Marmé F et al. ESMO 2022;Abstract 214MO. 



A011801 (CompassHER2 RD): Postneoadjuvant
T-DM1 + Tucatinib/Placebo in Patients with 
Residual HER2-Positive Invasive Breast Cancer

O’Sullivan CCM et al.
ASCO 2021;Abstract TPS595.



A011801 Schema

O’Sullivan CCM et al. ASCO 2021;Abstract TPS595.



DECRESCENDO Phase II De-escalation Study Design

Debien V et al. ASCO 2022;Abstract TPS621.

N = 1,065



Clin Cancer Res 2022 April 1;28(7):1258-67.



Effects of Diarrheal Prophylaxis or Dose Escalation on 
Neratinib-Associated Diarrhea and Tolerability in 
Patients with HER2+ Early-Stage Breast Cancer: Final 
Findings from the CONTROL Trial

Chan A et al.
ESMO Breast 2022;Abstract P73.



NPJ Breast Cancer 2022 May 24;8(1):68.



Lancet 2022 March 19;399(10330):1101-3.

Coles CE, Anderson BO, Cameron D, Cardoso F, Horton R, Knaul FM, Mutebi M,

Lee N; Lancet Breast Cancer Commission



Panel: Key Questions to Guide the Work of the Lancet Breast 
Cancer Commission

Coles CE et al. Lancet 2022 March 19;399(10330):1101-3.
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