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Report Snapshot



On September 27, 2025, disease state and data 

presentations were led and moderated by Megan 

Kruse, MD, from the Cleveland Clinic, with content 

developed in conjunction with the Aptitude Health 

scientific team

The objectives of the meeting were to gain advisors’ 

perspectives on

> Current treatment practices and recent updates in 

HER2+ early breast cancer (eBC)

> Current treatment practices and recent updates in 

HER2+ metastatic breast cancer (mBC)

Data collection was accomplished through use of 

audience response system (ARS) questioning and 

moderated discussion 

Insights on the management of breast cancer were obtained 

from 12 community oncologists from Ohio

Report Snapshot: Session Overview
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Report Snapshot: Session Agenda
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Time (ET) Topic

9.00 AM – 9.15 AM 

Introduction

• Program overview

• Baseline ARS questions

9.15 AM – 10.25 AM 

Treatment of HER2+ eBC

• Overview of current data

• Reaction and discussion

10.25 AM – 10.35 AM Break

10.35 AM – 10.40 AM ARS Questions

10.40 AM – 11.50 AM 

Treatment of HER2+ mBC

• Overview of current data

• Reaction and discussion

11.50 AM – 12.00 PM Key Takeaways and Meeting Evaluation



Report Snapshot: Attendee Overview
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Institution City State

Cleveland Clinic Akron General Health & 

Wellness Center
Akron

OH

MetroHealth Cleveland

Columbus Oncology & Hematology Associates* Columbus

Ohio State University Comprehensive Care 

Center*
Columbus

Zangmeister Cancer Center* Columbus 

Cleveland Clinic Cancer Center Mansfield

OhioHealth Marion

Memorial Health Marysville

Wyandot Memorial Hospital Upper Sandusky

practices/hospitals9
state 

represented1
community 

physicians12

*Two physicians from this institution attended.



Most advisors (83%) treated at least 6 patients with 

HER2+ eBC in the past year 

Half of advisors treated at least 11 patients with HER2+ 
mBC in the past year

Report Snapshot: Attendee Demographics
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Approximately how many patients with HER2+ eBC have you 

treated in the past 12 months? (N = 12)

Approximately how many patients with HER2+ mBC have you 

treated in the past 12 months? (N = 12)

17%

33%

17%

8%

25% ≤5

6–10 

11–15 

16–20

≥21 

42%

8%

42%

8%

≤5

6–10 

11–15 

16–20

≥21 



Scope of the Report
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1

Understand oncologists’ 

views on disease 

recurrence despite 

demonstration of a pCR 

in HER2+ eBC 

2

Gauge perceptions and 

impact of the ExteNET 

trial and ELEANOR 

study in HER2+ eBC

3

Elucidate how 

oncologists utilize, and 

manage adverse events 

associated with, 

neratinib in HER2+ eBC



Topline Takeaways
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1

Understand oncologists’ views 

on disease recurrence despite 

demonstration of a pCR in 

HER2+ eBC 

Advisors are unconvinced of pCR as a reliable predictor of outcomes, as most had 

treated patients who experienced relapse after pCR. Other factors, such as 

presence of >1 node at diagnosis, are more reliable indicators of risk of 

recurrence, even in patients who demonstrate pCR following neoadjuvant therapy

2

Gauge perceptions and 

impact of the ExteNET trial 

and ELEANOR study in 

HER2+ eBC

The advisors were interested in the clinical data for neratinib from the ExteNET 

trial, particularly the subanalyses evaluating the impact of HR status and node 

positivity, as well as data involving CNS recurrence. While the advisors were not 

familiar with ELEANOR, they expressed interest in the trial design and how this 

study may provide additional information on how to optimally use neratinib in eBC

3

Elucidate how oncologists 

utilize, and manage adverse 

events associated with, 

neratinib in HER2+ eBC

The advisors were interested in the clinical data for neratinib from the ExteNET 

trial, particularly the subanalyses evaluating the impact of HR status and node 

positivity, as well as data involving CNS recurrence. While the advisors were not 

familiar with ELEANOR, they expressed interest in the trial design and how this 

study may provide additional information on how to optimally use neratinib in eBC



Detailed Insights and
Strategic Recommendations



OBJECTIVE 1: Understand oncologists’ views on disease recurrence despite demonstration of a pCR in HER2+ eBC 

Topline Takeaway: Advisors are unconvinced of pCR as a reliable predictor of outcomes, as most had treated patients who experienced 

relapse after pCR. Other factors, such as presence of >1 node at diagnosis, are more reliable indicators of risk of recurrence, even in patients 

who demonstrate pCR following neoadjuvant therapy

All advisors reported treating at least 1 patient with stage II–III HER2+, HR+ eBC in the past year

> 49% of advisors treated at least 4 patients in this setting within the past 12 months 

> Within the past year, more than half (58%) of advisors treated at least 6 patients with HER2+, HR– eBC 

The majority of advisors reported that at least 1 of their patients experienced disease recurrence after demonstrating a pCR 

> 55% of physicians had observed recurrence after pCR in 1–3 of their patients with eBC 

> 73% of advisors indicated that the CNS is the most common site of recurrence after a pCR

– During discussion, advisors noted that pCR is not the most reliable predictor of outcomes, but it may still be important in ER– patients

– Some expressed interest in ctDNA as a marker for monitoring response to therapy, but require additional education

Three-fourths of advisors consider the presence of >1 node at diagnosis a key high-risk factor for recurrence, even for a patient who 

received neoadjuvant treatment and demonstrated a pCR  

> Patients with stage II disease who are younger than 40 years old, and those with tumor size >2 cm also have high risk of recurrence, 

according to 50% of advisors for each characteristic

Within the past 3 years, nearly all advisors had treated at least 1 patient who did not demonstrate a pCR after neoadjuvant therapy 

and experienced recurrence 

Objective 1: Detailed Insights



Objective 1: Supportive Quotes From Discussion (1/2)
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OBJECTIVE 1: Understand oncologists’ views on disease recurrence despite demonstration of a pCR in HER2+ eBC 

Topic Advisor Statements

Determining when 

to use neoadjuvant 

therapy in eBC

“It depends on really disease biology more than the size. Because the younger patients, I think I would [give 

neoadjuvant therapy]. Somebody who’s older, maybe a monotherapy [like a] HER2 therapy. I would never say never.” 

“Well, somebody who’s young, I probably would be a little bit more aggressive. Also, you talk to the patient to see what 

they want, and then decide.”

Role of pCR
[Importance in hormone-negative vs hormone-positive disease]

"Negative, I think I would favor more pCR positive, like 90%. I’m not sure how much use it is in hormone positives.”

Potential for ctDNA 

in guiding 

treatment 

decisions

“Say you did all the normal stuff, you’re 6 months out from completing T-DM1 on endocrine therapy, and you get a 

ctDNA and it’s positive. Would that make you consider neratinib?” 

”Yes.” 

"I have a patient who’s refusing to take [neratinib]. So, I did a ctDNA test on her and it was positive, and that convinced 

her to try it.”



Objective 1: Supportive Quotes From Discussion (2/2)

OBJECTIVE 1: Understand oncologists’ views on disease recurrence despite demonstration of a pCR in HER2+ eBC 

Topic Advisor Statements

Future roles of 

T-DXd in eBC

“We know the CNS benefit of Enhertu [T-DXd] [from metastatic disease]. Given the concerns of folks that are going to 

have those CNS recurrences, that will be interesting data to see.” 

[Commenting on DESTINY-Breast11 as a treatment strategy in eBC]

“It would be more interesting in Enhertu [T-DXd] neoadjuvant and followed by Enhertu adjuvant rather than THP.”

“I don’t know if we’re comfortable to just compromise the chemo part, chemo backbone, especially for node-positive 

patients. I feel that’s not enough.”

[DESTINY-Breast05]

“I think [T-DXd] is a more attractive option compared to using T-DM1, because if they have residual disease, they’ve 

already gotten a taxane-based drug and your T-DM1 is pretty much in that same pathway. We’ve seen the data from 

the KATHERINE, but now in metastatic setting where we’ve seen that’s clearly a different and much more effective drug 

[T-DXd]. So, if somebody has residual disease, probably we’ll prefer using Enhertu [T-DXd] vs T-DM1.” 

14



Objective 1: Strategic Recommendations

15

OBJECTIVE 1: Understand oncologists’ views on disease recurrence despite demonstration of a pCR in HER2+ eBC 

Encourage clinicians to share experiences on recurrence following pCR, particularly how these patients are treated and the 

management of CNS recurrence. Increase awareness of neratinib as a treatment both for patients experiencing CNS relapse and for 

those who have not demonstrated pCR following standard-of-care therapy

> Continue to highlight the unmet need of disease recurrence following pCR in 

HER2+ eBC, as this is clearly a universal issue to be addressed

– Continue to offer peer-to-peer activities to allow for experience-sharing

– Provide education on factors that are associated with increased risk of 

recurrence, even in patients with pCR

> Promote recent data on neratinib as a treatment for 

CNS recurrence regardless of pCR ahead of any 

approvals for T-DXd in the neoadjuvant or adjuvant 

setting

> Disseminate data among community oncologists on the efficacy and safety of 

neratinib after standard-of-care T-DM1 in patients with HR+, HER2+ eBC who 

do not demonstrate a pCR, to increase confidence in this treatment regimen 

> Consider investigating the reliability of ctDNA 

monitoring as a way to detect early recurrence 

following neoadjuvant therapy



Objective 2: Detailed Insights
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OBJECTIVE 2: Gauge perceptions and impact of the ExteNET trial and ELEANOR study in HER2+ eBC

Topline Takeaway: The advisors were interested in the clinical data for neratinib from the ExteNET trial, particularly the subanalyses evaluating 

the impact of HR status and node positivity, as well as data involving CNS recurrence. While the advisors were not familiar with ELEANOR, they 

expressed interest in the trial design and how this study may provide additional information on how to optimally use neratinib in eBC

During discussion, advisors voiced their curiosity about more recent follow-up data from ExteNET, particularly regarding 

subanalyses, and were interested in learning about the ELEANOR study

> Regarding ExteNET, advisors were particularly interested in the difference in outcomes seen on the basis of ER status, and the data on 

neratinib for CNS relapse

– Advisors wanted to understand the impact of dose reductions and dose escalation on outcomes in ExteNET

– The high rates of grade 3 diarrhea were troubling to many advisors, as they indicated it would be necessary to stop therapy at that 

point

> Advisors were not previously familiar with the ELEANOR study and expressed interest in learning about the differences between this study 

and the ExteNET trial



Objective 2: Supportive Quotes From Discussion
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OBJECTIVE 2: Gauge perceptions and impact of the ExteNET trial and ELEANOR study in HER2+ eBC

Topic Advisor Statements

Perceptions and 

questions 

regarding neratinib 

clinical trial data

“I think that was [an] exploratory analysis of ExteNET [that] talked about decreased CNS relapses, so that’s where I 

have utilized it.”

[Regarding ExteNET]

“Any theory behind why we’re only seeing a benefit [for neratinib] in ER-positive patients?” 

[Referring to ELEANOR] “What’s the difference between the ExteNET and the trial you just discussed, talking about the 

trial design?”



Objective 2: Strategic Recommendations
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OBJECTIVE 2: Gauge perceptions and impact of the ExteNET trial and ELEANOR study in HER2+ eBC

Increase awareness of key ExteNET subanalyses and the implications of these data by educating community oncologists, hosting 

peer-to-peer exchanges to share experiences with neratinib in eBC, and developing resources to better explain key data. Provide 

education on the ELEANOR study, including trial design and key outcomes

> Continue to expand awareness of long-term outcomes from 

ExteNET, including key subgroup analyses and data 

demonstrating reduced rates of CNS relapse

– Provide insights on the impact on survival of dose 

reductions and reduced starting doses

– Educate clinicians on the differences in outcomes in 

different subgroups, particularly ER status

> Introduce community oncologists to data from the ELEANOR study, 

highlighting the differences between it and ExteNET and providing 

context on the potential impact of these data

– Develop educational resources for this study that physicians 

can share with their colleagues



OBJECTIVE 3: Elucidate how oncologists utilize, and manage adverse events associated with, neratinib in HER2+ eBC

Topline Takeaway: The advisors were interested in the clinical data for neratinib from the ExteNET trial, particularly the subanalyses evaluating 

the impact of HR status and node positivity, as well as data involving CNS recurrence. While the advisors were not familiar with ELEANOR, they 

expressed interest in the trial design and how this study may provide additional information on how to optimally use neratinib in eBC

Half of advisors did not treat any patients with extended adjuvant neratinib for HER2+ eBC in the past year

> 50% of advisors reported treating 1–3 patients with neratinib in the extended adjuvant setting last year

> Adverse event management and patient reluctance to continue treatment are key challenges to neratinib use in the adjuvant setting

– Diarrhea management is particularly difficult, and advisors indicated more standard therapies, such as loperamide or budesonide, are 

not effective for neratinib-related diarrhea, while colestipol is much more effective

The most common treatment recommendation among advisors for a 40-year-old patient with a near pCR after neoadjuvant TCHP for 

stage IIA, high-grade ER+, HER2+ eBC was T-DM1 and endocrine therapy 

> Almost half of advisors (42%) would recommend T-DM1 and endocrine therapy followed by neratinib

– None of the advisors would recommend extended adjuvant neratinib

> During the discussion, the advisors noted they would consider using neratinib in a patient who was pCR positive following neoadjuvant 

therapy, but that many patients are hesitant to continue therapy at that point

Over half (55%) of advisors recommended adjuvant HP, neratinib, and endocrine therapy for a 38-year-old patient who presented with 

stage II, HER2+, HR+ eBC and 2 positive nodes and demonstrated a pCR following neoadjuvant treatment

> 18% preferred adjuvant HP to complete a year of HER2-targeted therapy, while the remaining 27% would try an alternate regimen 

Objective 3: Detailed Insights
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Objective 3: Supportive Quotes From Discussion (1/2) 
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OBJECTIVE 3: Elucidate how oncologists utilize, and manage adverse events associated with, neratinib in HER2+ eBC

Topic Advisor Statements

Adjuvant treatment 

decision-making 

and neratinib use 

in HER2+ eBC

[Use of neratinib in a patient who cannot or will not receive T-DM1] 

“I have a patient like that. She’s very high-risk but I don’t have an option for T-DM1, so that’s a patient that I’m definitely 

planning to offer neratinib. I’ll do the dose escalation and also the colestipol and see how she does.”

“I have used mainly for patients who have had residual disease and hormone positive. I’ve not used in patients who 

have had pCR, but patients who have had residual disease, hormone positive, after a year of T-DM1, I have used 

neratinib for those patients.”



Objective 3: Supportive Quotes From Discussion (2/2) 
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Objective 3: Strategic Recommendations
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Attendee Key Takeaways



Attendee Key Takeaways (1/4)

24

2

> T-DXd first line was interesting, but still prefer it in the second line

> PATINA trial very impressive and would use that regimen for maintenance

> Not ready for T-DXd in the adjuvant setting

1

> Data from the PATINA trial-–the PFS was impressive and it will influence my daily practice

> Using T-DXd for a certain population in the first-line setting, but not everyone

> Continue using T-DXd in the second-line metastatic setting, as the PFS data is so impressive

3

> Data on adding palbociclib after induction to the first-line maintenance setting

> First-line T-DXd plus pertuzumab is very interesting, but need more and longer follow-up

> Some of the strategies for reducing the toxicity from neratinib in the high-risk patients with early BC



Attendee Key Takeaways (2/4)
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5

> Neratinib side effect management 

> When being more aggressive in eBC, can really help the patient

> Good discussion about the PATINA trial and where it is most applicable

4

> Neratinib CONTROL study and using colestipol

> DB09 data was very interesting and gave me a lot to think about

> The PATINA trial, particularly for hormone positive, HER2 positive metastatic

6

> Starting neratinib less than 6 months after completing 1 year of Herceptin [trastuzumab]

> PATINA 

> For T-DXd + pertuzumab, may consider for high-volume recurrent disease



Attendee Key Takeaways (3/4)
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9

> PATINA trial was completely new to me

> The use of T-DXd in the neoadjuvant setting and knowing about the ongoing trials

> How to use neratinib

7

> DESTINY 09 and knowing how experts are using that regimen

> Using neratinib in patients with pCR—never thought of that before

> How we might utilize ctDNA in the future

8

> Learning how to minimize toxicity with neratinib

> The discussion on DESTINY 09. We’ll see how it goes in clinical practice.

> PATINA data is very strong, just waiting for full publication and approval



Attendee Key Takeaways (4/4)*
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11

> Things are getting really confused and guidelines are hard to follow

> Pertuzumab and T-DXd

> The CDK4/6 data

10

> Management of side effects and dose escalation with neratinib

> PATINA and the palbo maintenance data

> Data for up-front T-DXd and reinforcing the awareness of CNS relapse

*One advisor did not respond.



ARS Data



Half of Advisors Treated at Least 4 Patients With Stage II–III 
HER2+, HR+ eBC in the Past Year
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Approximately how many patients with stage II–III, HER2+, HR+ eBC have you treated 

in the past 12 months? (N = 12)
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Over Half (58%) of Advisors Treated at Least 6 Patients With 
HER2+, HR– eBC in the Past Year 
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Approximately how many patients with HER2+, HR– eBC have you treated 

in the past 12 months? (N = 12)
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The Majority (73%) of Physicians Had Treated Patients Whose 
Disease Recurred After a pCR Following Neoadjuvant 
Treatment

31

Approximately how many patients have you treated who demonstrated a pathologic complete 

response (pCR) following neoadjuvant treatment and then experienced recurrence? (n = 11*)
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CNS Recurrence Was the Most Common Type of Recurrence 
After a pCR Following Neoadjuvant Treatment

32

If you have treated patients whose disease recurred after a pCR, what was the nature of the 

recurrence? (Select all that apply.) (n = 11*)
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Presence of >1 Node at Diagnosis Indicates High Risk of 
Recurrence Despite a pCR, According to 75% of Advisors

33



Patient Case 1

A 40-year-old patient is diagnosed with stage IIA (cT1N1M0), 
grade 3, ER+, HER2+ (PgR–) eBC. They receive 
neoadjuvant TCHP and bilateral mastectomy. They have 
near pCR with 0.3-cm residual tumor in the breast and only 
fibrosis in axillary lymph nodes. (Residual cancer burden = 1 
and tumor remains HER2 3+, weakly ER+, and PgR–). 

34



All Advisors Recommended T-DM1 and ET for a Patient Who 
Demonstrated Near pCR After Neoadjuvant TCHP in Stage IIA 
(cT1N1M0), Grade 3, ER+, HER2+ eBC
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Patient Case 2

A 38-year-old patient presents with stage II, HER2+, HR+ 
eBC (2 positive nodes). They receive neoadjuvant TCHP 
for 6 cycles and have a pCR. 

36



Over Half of Advisors Recommended Adjuvant HP, Neratinib, 
and ET for a Patient With Stage II, HER2+, HR+ eBC With 2 
Positive Nodes and a pCR After Neoadjuvant TCHP
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What adjuvant therapy would you recommend? (n = 11*)
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Nearly All Advisors (92%) Treated at Least 1 Patient Who Did 
Not Demonstrate a pCR Following Neoadjuvant Treatment and 
Experienced Recurrence Within the Past 3 Years

38



Half of Advisors Did Not Treat Any Patients With Neratinib in 
the Extended Adjuvant Setting Within the Past Year
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All Advisors Prescribe T-DXd for Patients With HER2+ mBC 
That Progresses on THP

40



For 91% of Advisors, Treatment of Brain Metastases Is One of 
the Most Influential Factors on Second-Line Treatment Selection

41



Patient Case 3

A 55-year-old postmenopausal woman presents with de 
novo ER+, PR–, HER2+ mBC with bone-only metastasis. 
She has moderate bone pain requiring intermittent narcotic 
therapy. 

42



More Than Half (60%) of Advisors Would Choose Trastuzumab 
Plus Taxane Plus Pertuzumab for a Postmenopausal Patient With 
De Novo ER+, PR–, HER2+ mBC With Bone-Only Metastasis

43



Patient Case 4

Following 6 cycles of docetaxel + trastuzumab + pertuzumab 
for her de novo mBC, this same patient receives 
maintenance therapy with trastuzumab + pertuzumab + an AI 
for 2 years. She then develops progressive disease into the 
bone and liver, with a moderate volume of liver disease. She 
is asymptomatic, and her liver function is normal. 

44



T-DXd Was the Most Common Choice Among Advisors for a Patient With 
De Novo ER+, PR–, HER2+ mBC Who Develops Progressive Disease In 
the Bone and Liver Following THP and Maintenance With HP Plus AI

45

You now recommend: (N = 12)
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