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AGENDA

Time Topic

9.00 AM – 9.15 AM

(15 min)
Introduction

9.15 AM – 10.15 AM

(60 min)
Initial Treatment of HER2+ Advanced Breast Cancer

10.15 AM – 10.20 AM

(5 min)
BREAK

10.20 AM – 11.50 AM

(90 min)
Management of Progressive HER2+ Metastatic Disease

11.50 AM – 12.00 PM

(10 min)
Key Takeaways and Meeting Evaluation
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STUDY OBJECTIVES

To gain advisors’ perspectives on the following

> Current treatment practices regarding HER2+ advanced breast cancer

> Management of progressive HER2+ metastatic disease

> Current treatment practice attitudes toward recently introduced and upcoming agents
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REPORT SNAPSHOT

> A roundtable discussion, moderated by an Axess Oncology Network physician, focusing on 

treatment of HER2+ breast cancer was held on May 16, 2020, in a virtual setting

> Disease state and data presentations were developed in conjunction with Sara Hurvitz, MD, a 

medical expert from David Geffen School of Medicine at UCLA

> The group of advisors comprised 13 community oncologists 

> Insights on the following therapies were obtained 

− Trastuzumab (and biosimilars), lapatinib, pertuzumab, T-DM1, neratinib, tucatinib, trastuzumab 

deruxtecan, AIs, chemotherapies

> Data collection was accomplished through use of audience response system questioning and 

moderated discussion 
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Topline Takeaways



TOPLINE TAKEAWAYS: HER2+ BC
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Most advisors noted T-DM1 as their preferred second-line choice for HER2+ mBC. Treatment choices for 

later lines are typically influenced by time to progression, comorbidities, and location of metastasis. The 

advisors are excited about the approval of tucatinib and trastuzumab deruxtecan, and await clinical data on 

sequencing with these agents. The advisors prefer to continue HER2-targeted therapies through multiple 

lines of therapy.

Subsequent Therapy

Most advisors noted docetaxel plus carboplatin plus trastuzumab plus pertuzumab as preferred neoadjuvant 

therapy for ER+, HER2+ patients. First-line therapy for metastatic disease is impacted by the neoadjuvant 

therapy and patients’ response to that therapy. Some advisors noted usage of neratinib as extended 

adjuvant therapy, particularly for triple-positive BC patients, to reduce brain metastasis. 

Neoadjuvant Therapy

Advisors noted taxane plus dual HER2 inhibitors as their preferred frontline therapy to treat HER2+ mBC 

patients. For cancers that are HR+, HER2+, most advisors also prefer the combination of taxane and dual 

HER2 inhibitors.

First-Line Therapy



Participant Demographics



PARTICIPANT DEMOGRAPHICS (1/4) 
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Approximately what percentage of your 

patients have breast cancer? (n = 13)

Breast cancer represents >20% of the total patients treated for most of the advisors. 

15%

38%
31%

15%

0%

1%–10%

11%–20%

21%–30%

31%–40%

41%–50%

>50%



PARTICIPANT DEMOGRAPHICS (2/4) 
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Approximately what percentage of your 

breast cancer patients have advanced or 

metastatic breast cancer? (n = 12)*

Two-thirds of the advisors noted that >40% of their breast cancer patients have early stage disease.

Most of the advisors reported that >20% of their patients have advanced or metastatic disease. 

17%

67%

8%

8% 0%

1%–10%

11%–20%

21%–30%

31%–40%

41%–50%

>50%

*One advisor did not respond.

Approximately what percentage of your 

breast cancer patients have early stage 

breast cancer? (n = 12)*
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PARTICIPANT DEMOGRAPHICS (3/4) 
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Approximately how many unique patients with 

early stage HER2+ breast cancer have you 

treated in the past year? (n = 12)*

8%

25%

33%

17%

17%
Up to 5

6 to 10

11 to 15

16 to 20

>20

8%

61%

8%

23% Up to 5

6 to 10

11 to 15

16 to 20

>20

Approximately how many patients with HER2+ 

advanced breast cancer have you treated in the 

past year? (n = 13)

All advisors treated both early stage and advanced HER2+ BC patients in the past year. Two-thirds of them 
treated at least 11 patients with early stage HER2+ BC, and the majority treated at least 6 HER2+ ABC 

patients during this time period.

*One advisor did not respond.



PARTICIPANT DEMOGRAPHICS (4/4) 
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What percentage of your patients with HER2+ advanced breast 

cancer have brain metastasis? (n = 12)*

Half of the advisors reported that 10%–30% of their HER2+ ABC patients have brain metastasis.

*One advisor did not respond.

33

50

17
<10%

10%–30%

31%–50%

51%–70%

>70%



Key Insights: Treatment of 
HER2+ ABC



Topic Data and Insights

HER2+ 

Overall

Advisors typically subscribe to the philosophy that HER2-targeting regimens should always be included in the therapy 

plan when a patient has HER2+ breast cancer 
• Most of the advisors indicated they have used pertuzumab, trastuzumab, and T-DM1; however, the use of lapatinib 

and neratinib among advisors is comparatively very low; about one-third of the advisors have experience with the 
novel agents trastuzumab deruxtecan and tucatinib

• In discussion, advisors noted a combination of taxane and dual HER2 agents as their preferred regimen to treat 
HER2+ mBC, followed by T-DM1 as maintenance therapy  

Neoadjuvant 

and Adjuvant 

Therapy 

Advisors generally prefer neoadjuvant treatment for patients with stage II or III node-positive disease, and possible 

extended adjuvant for patients who are triple positive or have positive nodes
• The majority of advisors prefer docetaxel plus carboplatin plus trastuzumab plus pertuzumab in the neoadjuvant setting

• In a premenopausal HER2+/ER+/PR– IDC patient case example, who had T2N0 disease, all advisors 
indicated that they would use neoadjuvant therapy that included trastuzumab plus pertuzumab 

• Some advisors added that patients who showed treatment response in the neoadjuvant setting would remain 
on HER2 blockade (trastuzumab plus pertuzumab) in the adjuvant setting for up to 1 year

• In discussion, some advisors noted usage of neratinib as extended adjuvant therapy for triple-positive BC patients 
or for node-positive disease

• While 38% of the advisors have not yet used neratinib, the data presented regarding reduced CNS metastasis 
were received positively

• Advisors also mentioned GI toxicity concerns as a barrier to neratinib use. But 1 advisor added that the 
CONTROL study provided valuable insight about GI toxicity management with neratinib and increased patient 

tolerance 

TREATMENT OF HER2+ BC
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Topic Data and Insights

Residual 

Disease 

After 

Surgery

Following prior use of trastuzumab and pertuzumab in the neoadjuvant setting, a majority of advisors would switch 

to T-DM1 (with endocrine therapy in this case) for patients with residual disease following surgery

• For an ER+, HER2+ patient with residual disease after surgery, almost two-thirds opted for using T-DM1, while 

one-third would use trastuzumab plus pertuzumab. They agreed on including endocrine therapy. Some 

advisors would consider using neratinib as extended adjuvant therapy after dual HER2 blockade and endocrine 

therapy

TREATMENT OF HER2+ BC
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Topic Data and Insights

First-Line 

Treatment

Most advisors follow the preferred NCCN regimen for systemic treatment of HER2+ disease

• For newly diagnosed HR+, HER2+ mBC, more than half of the advisors would use taxane plus trastuzumab 

plus pertuzumab; less than one-third of the advisors opted for AI plus trastuzumab. One advisor chose AI plus 

trastuzumab plus pertuzumab, and one would use T-DM1

• For patients who develop metastatic disease a year or more after completing adjuvant therapy with 

trastuzumab and pertuzumab, advisors would repeat dual HER2 blockade and reintroduce a taxane

Maintenance 

Therapy

Following completion of first-line chemotherapy, most advisors would continue with dual HER2 blockade 

(trastuzumab plus pertuzumab) 

• Advisors would use HER2 blockade with or without AI as maintenance therapy for a HER2+/ER+/PR– mBC 

patient who has complete response to taxane plus trastuzumab plus pertuzumab in first line

• Over half of the advisors chose trastuzumab plus pertuzumab with AI, followed by 23% who chose trastuzumab 

plus AI, and 15% who chose trastuzumab plus pertuzumab. One advisor would add CDK4/6 inhibitor with 

trastuzumab plus AI

TREATMENT OF HER2+ mBC
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QUOTES: INITIAL TREATMENT OF HER2+ ADVANCED 
BREAST CANCER 
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“Some of the patients do not want to do another year of 

therapy, some of them are petrified by CNS metastases. 

They are little bit nervous even though we will give them 

prophylactic neratinib.” 

“From the CONTROL study, we have learned a lot about 

how to manage neratinib GI toxicities, and it has 

significantly improved patients.”

“I don't really think about neratinib to decide if someone 

is going to get neoadjuvant treatment or not.”

“Neratinib is not something I’m interested in using, 

because of the diarrhea.” 

“Seven new drugs for HER2+ BC, and we have lots of 

choices. I am negatively impressed with neratinib for 

diarrhea and excited about tucatinib.”

“[Regarding impact of neoadjuvant therapy on first-line 

choice] Obviously if you use the drug neoadjuvantly and 

especially if the metastatic disease occurred recently 

after completing neoadjuvant or adjuvant therapy, it 

definitely does.”

“In terms of using adjuvant pertuzumab, I use that if 

patient initially was T2 or above or N1 disease. So I will 

use that for a year in combination with trastuzumab. If 

there's no residual disease predicted, residual disease, 

I'll consider T-DM1.”



Topic Data and Insights

Second-Line 

Therapy

While there were some advisors who would select the tucatinib regimen in second line, most advisors noted T-

DM1 as their preferred second-line choice for HER2+ mBC

• Most of the advisors recommended T-DM1 in second line for a HR+, HER2+ mBC patient who progressed after 

maintenance therapy with trastuzumab plus pertuzumab plus an AI for 2 years

• Two advisors recommended tucatinib in combination with capecitabine plus trastuzumab; 1 advisor opted for 

capecitabine plus trastuzumab plus pertuzumab

Late-Line 

Treatment

Most advisors try to maintain a HER2-targeted agent through all lines of therapy

• In a heavily pretreated patient case example, the majority of advisors chose the tucatinib plus trastuzumab 

plus capecitabine regimen

• Pneumonitis associated with trastuzumab deruxtecan would only prevent 23% of advisors from prescribing 

this therapy

• Some advisors feel that reserving trastuzumab deruxtecan for third or fourth line is appropriate, since it 

has shown activity in that setting and this could also limit associated toxicity 

TREATMENT OF PROGRESSIVE HER2+ mBC
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Topic Data and Insights

Perceptions 

of Tucatinib

Tucatinib could become the favored second-line therapy in patients with brain metastases, but be pushed to 

later lines for patients without brain metastases   

• In general, advisors are excited about the approval of tucatinib, and most of them plan to use it in their practice; 

however, 2 responded that they would like to see more long-term data before trying it in their clinic

• In discussion, some advisors suggested they would use tucatinib instead of T-DM1 in second line, 

specifically for patients with brain metastases

• For patients without brain metastases, tucatinib and trastuzumab deruxtecan are currently third-line options, 

with treatment choice driven by patient comorbidities, toxicity, and available patient support

• Some advisors would push trastuzumab deruxtecan to fourth line, due to toxicity concerns

• Some advisors added that compliance may become an issue with the tucatinib combination for elderly 

patients, because of differences between the schedule for tucatinib and capecitabine

• Some advisors consider the IV administration of trastuzumab deruxtecan to be a positive 

compared with the tucatinib-based regimen. It allows the physician to ensure the patient is 

receiving the medication

• A strong at-home support system is considered necessary to help patients keep compliant with 

oral tucatinib and capecitabine 

TREATMENT OF PROGRESSIVE HER2+ mBC
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QUOTES: PROGRESSIVE HER2+ mBC
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“With this data, I would choose tucatinib combination for 

HER2+ mBC patients with brain metastasis. I would reserve 

trastuzumab deruxtecan to limit pneumonitis, and it has 

demonstrated activity there.”

“With the IV administration of trastuzumab deruxtecan, we 

know that the patient gets the drug and we have the 

opportunity to look close at pneumonitis. With tucatinib, the 

patient has to take the pill on different schedule from 

capecitabine, and this can be confusing.”

“I am excited about both new approvals and the 

monarchHER data that was presented, and hopefully 

anticipate using them in the near future.”

“With the new treatment regimens we need to figure out how 

to best sequence. Trials are ongoing with combinations and 

the field is evolving. We have better prognosis for HER2+ 

BC than ever before.”

“My thought is to reserve the drug [trastuzumab deruxtecan ] 

as third or fourth line, especially since it has demonstrated 

activity in that setting. The reason I’m doing this is just to 

limit the toxicity that’s associated with it.”

“I await the CNS data that’s going to be presented in ASCO; 

I will be reserving tucatinib for those who have CNS disease 

in the second-line setting at the current moment.”

“I am going to try tucatinib. I’ve got a patient right now with 

brain metastasis and she’s been through quite a bit. This will 

be her fourth line.”

In light of this new data, in second line, I would choose the 

tucatinib-capecitabine-Herceptin regimen in patients with 

brain metastases, but only in that subcategory.”



Advisor Key Takeaways



KEY TAKEAWAYS (1/2)

Advisor 1
• The exciting data with tucatinib with capecitabine and 

trastuzumab in patients with brain metastasis
• The likelihood that tucatinib will be a second-line regimen, as 

opposed to T-DM1
• The data on TDXD is also exciting
• The issue I still have which regimen I will use after T-DM1

Advisor 4
• There are multiple new treatment regimens for HER2+ BC patients and 

that our role is now to figure out how to best sequence them
• There are trials that are currently ongoing that combine these new 

regimens
• This is a constantly-evolving field, the prognosis of HER2+ BC patients 

is much, much better than it used to be 

Advisor 2
• It is important to remember to stop in HER2 with asymptomatic 

radiographic findings
• The tucatinib CNS penetration and efficacy at third or second 

line

Advisor 5
• I share in the excitement for both new approvals over the last few 

months and
• I am very excited about the monarchHER data with ORR, and I 

anticipate being able to use that in the near future

Advisor 3
• Using tucatinib even potentially in the second-line setting of the 

patients who have brain metastases
• How to sequence these therapies in the metastatic setting
• Now trastuzumab deruxtecan versus tucatinib options

Advisor 6
• It was quite exciting to hear the different data and different drugs 

coming to ABC
• I’ve not had much experience with using these newer agents, so it was 

good to hear about the toxicity and some management as well
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KEY TAKEAWAYS (2/2)

Advisor 7
• It is exciting that we have 7 new drugs for HER2+ BC and we 

have lots of choices
• I was very impressed negatively about neratinib and the 

diarrhea, so I’m going to cross that one off my list really
• I am very excited about tucatinib and I look forward to trying it
• I love the data presentation, that was just wonderful today. I 

love having all these choices

Advisor 9
• HER2+ BC has a good prognosis if we keep them in the game for a 

long period of time and with the new 7 different treatment options 
available

• Just rightly sequencing these medications can help our patients 
• Regarding the trastuzumab deruxtecan, I will wait for the data to 

mature and I’ll keep that option as last resort in case I don’t have any 
other option

Advisor 8
• The approach has become more strategic in terms of how we 

look at these subsets of diseases, I think that less 
chemotherapy is always better

• These alternatives are going to open up approaches that leave 
people less disabled because of what we have to do

• Whether or not this drug will last until the next drug comes over 
the horizon is uncertain, but I do think that the whole concept is 
a very important element of how we approach this 

Advisor 10
• I got a lot of information from this talk
• So far, I had only experience with trastuzumab, pertuzumab, and T-

DM1. Now it’s good to know ahead with all these drugs how to manage 
the toxicity; what line of therapy to use; if you have brain mets or there 
are no brain mets

• I also like the incorporation of hormonal therapy in HER2+ patients

Advisor 11
• I think I share enthusiasm with everyone, it was an excellent 

presentation
• I learned that we can use CDK4/6 inhibitor in HER2+ BC that will 

incorporating another line of therapy for my patients. I enjoyed that
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Treatment of HER2+ ABC

ARS RESULTS



IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG PERTUZUMAB (PERJETA) IN THE PAST YEAR?
(N = 13)
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG TRASTUZUMAB (HERCEPTIN) IN THE PAST YEAR?
(N = 13)
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG T-DM1 (KADCYLA) IN THE PAST YEAR? 
(N = 12)*
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*One advisor did not respond.



IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG LAPATINIB (TYKERB) IN THE PAST YEAR?
(N = 13)
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG NERATINIB (NERLYNX) IN THE PAST YEAR?
(N = 13)
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG TRASTUZUMAB DERUXTECAN (ENHERTU) IN THE 
PAST YEAR? (N = 13)
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SINCE THE RECENT APPROVAL OF TUCATINIB (TUKYSA), IN 
HOW MANY OF YOUR HER2+ PATIENTS HAVE YOU 
PRESCRIBED THIS THERAPY? (N = 13)

32

62%

38%

0% 0% 0% 0%
0%

20%

40%

60%

80%

100%

0 1-5 6-10 11-15 16-20 >20



FOLLOWING ADJUVANT TRASTUZUMAB-BASED THERAPY, 
HAVE YOU EVER PRESCRIBED ADDITIONAL THERAPY 
(EXTENDED ADJUVANT) FOR YOUR HER2+ BREAST CANCER 
PATIENTS? (N = 13)

33

Yes; 
54%

No; 46%



CASE 1 

> A 47-year-old premenopausal woman presents with T2N0 HER2+/ER+/PR– IDC. 
Would you consider neoadjuvant therapy for this patient?

34

Yes; 
100%



IF YES, WHICH NEOADJUVANT THERAPY WOULD YOU 
RECOMMEND? (N = 13)
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0%

0%

92%

0%

0%

0%

0%

8%

0%

0% 20% 40% 60% 80% 100%

I would not choose neoadjuvant therapy

Other:

Docetaxel plus carboplatin plus trastuzumab plus pertuzumab

Docetaxel plus carboplatin plus trastuzumab

Docetaxel plus cyclophosphamide plus trastuzumab

Paclitaxel plus trastuzumab

AC then docetaxel plus trastuzumab

AC then paclitaxel plus trastuzumab plus pertuzumab

AC then paclitaxel plus trastuzumab



CASE 1 CONT.

> She is treated with neoadjuvant docetaxel plus carboplatin with trastuzumab plus 
pertuzumab for 6 cycles. Following surgery, residual tumor is identified in the right 
breast
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WHAT WOULD YOU CONSIDER NEXT FOR THIS PATIENT?
(N = 13)
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0%

15%

23%

62%

0%

0% 20% 40% 60% 80% 100%

Other:

Trastuzumab ± pertuzumab and endocrine therapy
followed by neratinib

Trastuzumab ± pertuzumab and endocrine therapy

T-DM1 and endocrine therapy

T-DM1 alone



CASE 2 

> A 55-year-old postmenopausal woman presents with ER+/PR–/HER2+ bone-only 
mBC with a cT2NxM1 right breast cancer. She has moderate bone pain requiring 
intermittent narcotic therapy

38



IN ADDITION TO AN ANTIOSTEOCLAST AGENT, YOU 
RECOMMEND: (N = 13)
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8%

31%

8%

54%

0%

0% 20% 40% 60% 80% 100%

AI plus trastuzumab plus pertuzumab

AI plus trastuzumab

T-DM1

Taxane plus trastuzumab plus pertuzumab

Taxane plus trastuzumab



CASE 2 CONT.

> She is treated with 6 cycles of docetaxel plus trastuzumab plus pertuzumab and 
has a complete response on bone scan and in her right breast
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IN ADDITION TO AN ANTIOSTEOCLAST AGENT, AS 
MAINTENANCE THERAPY YOU RECOMMEND: (N = 13)
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8%

0%

54%

23%

15%

0%

0% 20% 40% 60% 80% 100%

Trastuzumab plus AI plus CDK4/6 inhibitor

T-DM1

Trastuzumab plus pertuzumab plus AI

Trastuzumab plus AI

Trastuzumab plus pertuzumab

Trastuzumab



CASE 2 CONT.

> Following 6 cycles of taxane plus trastuzumab plus pertuzumab for her de novo 
mBC, she receives maintenance therapy with trastuzumab plus pertuzumab plus 
an AI for 2 years and then develops progressive disease in her bone and liver, with 
a moderate volume of liver disease. She is asymptomatic and her liver function is 
normal
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YOU NOW RECOMMEND: (N = 13)
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0%

75%

0%

0%

17%

8%

0%

0% 20% 40% 60% 80% 100%

Fulvestrant plus CDK4/6 inhibitor plus trastuzumab

T-DM1

Neratinib

Capecitabine plus lapatinib

Capecitabine plus trastuzumab plus tucatinib

Capecitabine plus trastuzumab plus pertuzumab

Capecitabine plus trastuzumab



CASE 2 CONT.

> She receives treatment with T-DM1 followed at disease progression with 
capecitabine plus trastuzumab and benefits from both of these therapies, with PFS 
6–9 months. Her ER+/HER2+ mBC has now been treated with pertuzumab (with 
trastuzumab-taxane), T-DM1, capecitabine, as well as with endocrine therapy plus 
everolimus plus trastuzumab, and her disease is slowly progressing in her liver, 
with moderate-volume disease and with stable bone metastases. She has mild 
occasional nausea and her hepatic transaminases are mildly elevated
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YOU RECOMMEND: (N = 13)

45

0%
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Eribulin plus trastuzumab

Gemcitabine plus trastuzumab

Vinorelbine plus trastuzumab

Neratinib ± fulvestrant

Lapatinib plus trastuzumab

Capecitabine plus trastuzumab plus tucatinib



THE PNEUMONITIS AND INTERSTITIAL LUNG DISEASE 
ASSOCIATED WITH TRASTUZUMAB DERUXTECAN WILL 
PREVENT ME FROM PRESCRIBING THIS THERAPY IN 
APPLICABLE PATIENTS. (N = 13)

46

True; 
23%

False; 
77%



TUCATINIB HAS RECENTLY BEEN APPROVED (IN COMBINATION WITH 
TRASTUZUMAB AND CAPECITABINE) FOR PATIENTS WITH ADVANCED 
UNRESECTABLE/METASTATIC HER2+ DISEASE WHO HAVE RECEIVED 1 
OR MORE PRIOR ANTI–HER2-BASED REGIMENS, INCLUDING PATIENTS 
WITH BRAIN METASTASES. DO YOU PLAN TO INCORPORATE THIS 
THERAPEUTIC OPTION INTO YOUR TREATMENT ALGORITHM? (N = 13)

47

85%

15%
Yes, I plan to use this for all applicable patients

Yes, but only in patients with brain metastases

Not yet, I am not entirely familiar with the data
on this new therapy

No, it is too early, and I would like to see more
long-term data

Undecided


