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STUDY OBJECTIVES

To gain advisors’ perspectives on the following
> Current treatment practices regarding therapy of HR+, HER2+, and triple-negative 

advanced breast cancer (ABC)

> 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 metastatic breast cancer was held via a virtual platform on August 26, 2020

> Disease state and data presentations were developed in conjunction with Joyce O’Shaughnessy, 
MD, a medical expert from Baylor-Sammons Cancer Center in Dallas, TX

> The group of advisors comprised 10 community oncologists 

> Insights on the following therapies were obtained 
− HR+: fulvestrant, letrozole, AIs, CDK4/6 inhibitors, PI3K and mTOR inhibitors, HDAC inhibitors, 

chemotherapies
− HER2+: trastuzumab (and potential biosimilars), lapatinib, pertuzumab, T-DM1, trastuzumab deruxtecan, 

tucatinib, neratinib, AIs, chemotherapies
− TNBC: PARP inhibitors, pembrolizumab, enzalutamide, antibody-drug conjugates (sacituzumab 

govitecan, GPNMB), immunotherapy, chemotherapies

> Data collection was accomplished through use of audience response system questioning and 
moderated discussion 
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NORTHEAST REGION CASES
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PARTICIPANT DEMOGRAPHICS (1/2)
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Approximately how many patients with HR+ ABC 
have you treated in the last year? (N = 9)*
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11 to 15
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>20
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Approximately how many patients with HER2+ 
ABC have you treated in the past year? (N = 9)*

*One advisor did not respond.

All advisors treated at least 6 patients with HR+ ABC and HER2+ ABC last year.

11%



PARTICIPANT DEMOGRAPHICS (2/2)
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Approximately how many patients with triple-negative ABC have 
you treated in the past year? (N = 9)*

33%

56%

0%
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≤5

6 to 10

11 to 15

16 to 20

>20

*One advisor did not respond.

Sixty-seven percent of advisors treated 6 or more cases of TNBC last year.



Treatment of HR+ ABC



TOPLINE TAKEAWAYS: HR+ ABC

Advisors are either using an AI or fulvestrant with a CDK4/6 inhibitor to treat de novo HR+/HER2– mBC 
patients. Among the available CDK4/6 inhibitors, palbociclib was noted as the preferred inhibitor by most of 

the advisors, and all the advisors are palbociclib prescribers. Personal experience and comfort level with 
palbociclib were the rationale. A few advisors stated that they perceive abemaciclib to have activity 

advantages and appreciated that can be administered continuously as a single agent.

First-Line Therapy

Selection of subsequent therapy depends on the characteristics of progression. Advisors prefer treating 
bone-only progressive disease with fulvestrant-based regimens, and rapidly progressing aggressive disease 
with cytotoxic regimens. Most advisors would opt for treating patients with CDK4/6 inhibitors if they had been 

heavily pretreated but had not received prior CDK4/6 inhibition. 

Subsequent Therapy
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Topic Data and Insights
First-line 
treatment 
selection

• All the advisors chose a CDK4/6 inhibitor plus ET as first-line therapy in a patient with bone-only HR+/HER2– mBC. The 
majority of the advisors (78%) chose palbociclib and letrozole; the remaining advisors picked abemaciclib, and they were split 
between the AI and fulvestrant as the endocrine therapy partner

– Most of the advisors consider palbociclib their preferred CDK4/6 inhibitor for HR+/HER2– mBC. Personal experience 
and comfort level with palbociclib were noted as drivers to its usage 

– Some advisors are intrigued by the single-agent activity of and potential to continuous-dose abemaciclib
• In a case of progression to vital organs, most advisors (60%) would switch to a cytotoxic regimen. Three advisors chose 

fulvestrant or exemestane plus everolimus, and 1 chose fulvestrant alone. None opted to continue CDK4/6 inhibition

Later-line 
treatment

• For a patient with painful progression of bone-only metastases after treatment with palbociclib plus letrozole, 50% would 
switch to fulvestrant, 30% would utilize everolimus either with fulvestrant or an AI, and 20% would switch to 
chemotherapy

• In a patient who has been heavily pretreated but has not received CDK4/6 inhibition and had just completed radiotherapy for 
painful bone metastases, the majority of the advisors (60%) would treat with a CDK4/6 inhibitor plus endocrine therapy, and 3 
(30%) would use abemaciclib alone. Only 1 (10%) would switch to cytotoxic chemotherapy without first trying a CDK4/6 
inhibitor-based approach

• For patient who has progressed while on adjuvant anastrozole and has multiple liver metastases and mildly impaired hepatic 
function, 80% would opt for fulvestrant and a CDK4/6 inhibitor with either palbociclib (60%) or abemaciclib (20%), while 20% 
would go to taxane-based chemotherapy

• Advisors mentioned use of genetic analyses as a means to guide therapy selection in later-line settings, and would consider 
alpelisib for PIK3CA mutations or specific therapies for AR mutations

TREATMENT OF HR+ ABC



QUOTES: HR+ ABC (1/2)
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“I always perceive Verzenio’s numbers to be slightly superior, but 
clearly that’s not based on the hazard ratio. They’re all fairly 
balanced. But yeah, I really do want to get more experience with 
Verzenio. I feel its MOA is very intriguing and some of the data 
is, but Ibrance has been a great benefit as well.”

“I have good experience with Ibrance; I’m getting more 
experience with Verzenio. I’ve seen certainly success, and I’m 
trying to get more comfortable with the diarrhea to keep patients 
on longer and patient willingness to stay on longer. Ibrance 
seems like a walk in the park.”

“Kisqali is more associated with a liver toxicity. Verzenio, most 
likely is more diarrhea, and Ibrance more neutropenia, so that’s 
what I differentiate between the 3.”

“I have used Kisqali quite a bit, and the problem with Kisqali is 
that I’ve never been able to get up to the 3 pills. They have some 
issues with toxicity, and then having to go see the cardiologist or 
getting EKGs done was always an issue. As in regard to using 
Verzenio, I haven’t used it much because of my concerns with 
diarrhea. However, I’m pretty impressed with the single-agent 
Verzenio.”

“Out of the CDK4/6 inhibitors, I try to challenge patients with 
Verzenio, abemaciclib, just because it’s continuous dosing, you 
don’t have to worry about the neutropenia, and it has 
monotherapy data. So for me, it’s a little bit of a superior drug.”

“My preferred CDK4/6 is palbo. I mean, it was the first CDK4/6 
that came out, so I think that’s important. You become familiar 
with a particular agent, and this goes across the board within 
oncology if you have good experience with the drug. And then 
there’s a bunch of me-too drugs that come along, so unless they 
really show me some significant advantage, I don’t feel the need 
that I need to gain significant experience in all of them—
obviously if someone has toxicity or something then you need a 
backup, but I’m saying my go-to is palbo with an AI.”

“For people who’ve had no treatment certainly I’m echoing what 
you’ve heard mostly tonight, which would be letrozole and 
palbociclib. It’s been around the longest. It’s the one I’ve been 
using with really very few significant problems. It’s hard to think 
of a patient who had to go off it for one reason or another. I’ve 
used a couple of the others because I’ve inherited the patient 
who was already on another medication. Truthfully, also for staff. 
The staff get used to responding to queries from patients, so the 
more you can pick one, they get more familiar with it.”

Presenter
Presentation Notes




QUOTES: HR+ ABC (2/2)

“I’m going to play around with the dose of the Afinitor a little bit. 
I’d probably start off with a smaller dose and titrate them 
upwards. That’s what I’ve done, and they’ve tolerated it fairly 
well. Again, I’ve not been too happy with the duration of 
response.” 
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“I’m going to have revisit the idea of nonchemotherapies 
combination better than sequence because our whole idea is 
keeping these patients going, knowing that for most of these 
patients, they’re going to die of their metastatic disease.”

“Fulvestrant alone because once a patient has used a CDK4/6 
inhibitor, I don’t try to use it again in the subsequent line.” [on 
choice of therapy post-CDK4/6i + AI]

“Their age has an important factor, but hopefully for the most 
part we’re able to stay away from any chemo-therapeutic 
regimens unless there is a visceral crisis. Age, I feel like, doesn’t 
rule anybody out for a CDK4/6 therapy. In general, when I have 
someone with recurrent disease, I tend to go more towards the 
CDK4/6 with endocrine therapy so if they progress while on 
Arimidex, I’ll probably fare more towards fulvestrant with a 
CDK4/6.”

“I have been very hesitant to use it, but the data today seems to 
think that maybe I’ve been overcautious (and in terms of cost) 
I’m certainly going to fight it perhaps better, and convince the 
siblings that maybe they can help with the co-insurance and 
copayments.” [on use of CDK4/6 inhibitors in elderly patients]

“Continuous dosing and their not having to worry about the 
neutropenia. But with that said, I have seen some pretty bad GI 
toxicity with it. I’ve had patients who really refused to go back on 
it because of how severe their GI toxicity was.” [on Verzenio]

“We’ve had a lot of problems in getting it paid for. Tamoxifen in 
my community is $10 for 4 months. Actually, it’s $10 now for 6 
months. The AIs in our community is about $65 for a month. The 
CDK4s are somewhere between 9 and 13 thousand depending 
on what copay and co-insurance is.  
This is a hard stop for my community. Period. End of story. The 
inner-city patients just don’t have the money for it, and if they’re 
on Medicare we have a real problem getting it covered. For 
those individuals, such as the case with the 58-year-old, I did put 
in Ibrance with Femara, but you could use Arimidex. They’re 
exactly the same drug.”

Presenter
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Treatment of HER2+ ABC



TOPLINE TAKEAWAYS: HER2+ ABC

Advisors noted taxane plus dual HER2 inhibitors as their preferred frontline therapy to treat HER2+ mBC 
patients. For cancers that are HR+/HER2+, advisors will focus on the HER2 driver, using endocrine 

therapies rather than chemotherapy in combination with HER2-targeted therapies only in nonaggressive 
bone-only disease or later-line approaches. Many practices have switched over to trastuzumab biosimilars, 

but some are not comfortable using them yet in potentially curative settings.

First-Line Therapy

It is currently a time of transition, with community oncologists very interested in adopting new agents such 
as trastuzumab deruxtecan and tucatinib, but relatively few having had access or the opportunity yet. 

Advisors would continue to use HER2-targeted therapies during the treatment course. Specific treatment 
choices for later lines are typically influenced by progression of disease and the presence or absence of 

brain metastases. 

Subsequent Therapy
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Topic Data and Insights
HR+/HER2+ For HR+/HER2+ mBC, the majority of the advisors (60%) prefer treating their patients with trastuzumab plus 

taxane (50% with addition of pertuzumab), and the remaining 40% prefer giving endocrine therapy along with a 
HER2-targeted regimen
• If the patient had a complete response to trastuzumab and docetaxel, 60% of the advisors would give an AI 

with HER2-targeted therapy (20% with trastuzumab alone and 40% with pertuzumab also) as maintenance 
therapy. The remaining 40% would use the combination of trastuzumab and pertuzumab; no advisors chose 
T-DM1 or a CDK4/6 inhibitor-based regimen

HER2+ overall Advisors typically subscribe to the philosophy that HER2-based regimens should be used to treat HER2+ 
breast cancer 
• All the advisors indicated that they are using pertuzumab, trastuzumab, and T-DM1.                     

In contrast, 50% and 60% did not use neratinib and lapatinib (respectively) in the last year.               
Despite all expressing interest in them, 80% and 90% of advisors have yet to use trastuzumab deruxtecan 
and tucatinib.                None use bevacizumab for breast cancer any longer

Later-line 
treatment

• In a HR+/HER2+ mBC patient case example, who had received 2 lines of HER2-targeted therapy, all 
advisors indicated that they would choose a regimen that included a HER2-targeted therapy, and most 
(70%) would use T-DM1

• Also, in the case of a heavily pretreated HR+/HER2+ mBC patient, all advisors prefer treating with HER2 
inhibitors, with 50% opting for the tucatinib combination, 40% selecting trastuzumab deruxtecan, and 10% 
selecting gemcitabine plus trastuzumab

TREATMENT OF HER2+ ABC
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QUOTES: HER2+ ABC
“Generally T-DM1. Good tolerance, good response. If 
they have CNS disease, then tucatinib combo would be 
something to consider. That’s sort of a distinguisher in 
terms of which one to pick.” [on choosing 2L therapy in 
HER2+ mBC]

“I would say we’ve used a lot of T-DM1. I’m very 
impressed by the data I’m seeing tonight for some of the 
other targeted and other antibody-directed therapies that 
I was less familiar with. Those probably, notwithstanding 
insurance payment sequencing, would probably move up 
as well.”
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“Fairly usually patients with low-volume or single brain 
metastases get stereotactic radiosurgery, which they 
tolerate so well these days, especially without the need 
to do the more complicated HALOs and all that stuff from 
the old days. They often get radiation.”

“We are a value-based practice, OCM practice, so we’re 
guiding towards cost care. We made that switch.” [on 
using biosimilar trastuzumab]

“I had been using T-DM1, but the tucatinib data certainly 
looks good. I like the idea that [it] was studied in a 
treated population with the agents that we’re using now 
first and second line here. I think moving forward that 
that’s a regimen I would choose, especially in the brain 
mets patients. I think it’s good, clear evidence to suggest 
that.”

“I’ve had 3 patients on Enhertu, and like Dr 
O’Shaughnessy, I think this is going to be the bigger 
player. I’ve been really impressed in the rapidity of 
response and the depth of response and the tolerance of 
the drug. It’s being looked at in lung cancer.”

“Now, since the tucatinib data has come out, it will be my 
go-to choice. I haven’t used it yet, but it will be my go-to 
option. With the trastuzumab deruxtecan, I am worried 
about the interstitial lung disease, and I think you need 
the frequent monitoring CAT scans every 6 weeks, I 
think, for the guidelines. Although the data looks 
promising, I think that needs to be addressed with the 
patients and watched closely.”

Presenter
Presentation Notes




Treatment of mTNBC



TOPLINE TAKEAWAYS: mTNBC

Advisors routinely test for BRCA mutations and other potential genetic aberrations in patients with TNBC, 
regardless of family history. Advisors generally treat their mTNBC patients with chemotherapy; however, they 

will incorporate PARP inhibitors in BRCA1/2+ patients and immunotherapy in PD-(L)1+ patients, with most 
sequencing them ahead of pure chemotherapy approaches.

First-Line Therapy

Targeted therapy approaches are still favored for patients with targetable mutations or phenotypes.
There has been widespread adoption of sacituzumab govitecan, whereas eribulin is being pushed back until 

later lines, typically as a last-resort therapy. 

Subsequent Therapy
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Topic Data and Insights
Testing 90% of the advisors would recommend genetic testing to a recurrent, metastatic <60-year-old TNBC patient with no 

family history of breast cancer 
• Regardless of family history, the majority of the advisors (78%) said they would perform genetic tests in patients 

younger than 50 who have HR+/HER2– metastatic breast cancer
For relapsed/refractory mTNBC with osteoblastic bone lesions and low Ki67, 60% said that they would order IHC for 
androgen receptor expression,        and 90% would use an antiandrogen rather than chemotherapy if overexpressed

Subset 
treatment

Advisors generally treat their mTNBC patients with chemotherapy if there is aggressive disease, but may utilize PARP 
inhibitors and immunotherapy when indicated. For eligible patients, 70% would use a PD-1 checkpoint inhibitor 
approach prior to chemotherapy
• Many advisors noted a preference for olaparib over other agents because of their experience with it in the ovarian 

and pancreatic cancer settings (revealed during discussion) 
• Most advisors (60%) said they would treat a BRCA-mutant metastatic TNBC patient with mediastinal lymph node-

only mets with a PARP inhibitor, whereas only 30% would treat with chemotherapy, and 10% opted for checkpoint 
inhibitor ± chemotherapy 

• For AR+ TNBC, 90% of advisors would us an antiandrogen rather than capecitabine chemotherapy (60% 
enzalutamide, 30% bicalutamide)

Later-line 
treatment

Advisors were split in terms of their preferred treatment for a TNBC patient with no identified genetic mutations after 
prior treatment with AC, paclitaxel, docetaxel-capecitabine. The most common selections were sacituzumab 
govitecan and PD-1 checkpoint inhibitor ± chemotherapy (40% each). The remaining advisors were split between a 
carboplatin-based regimen and eribulin

TREATMENT OF mTNBC
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QUOTES: mTNBC 
“I generally try to refer everybody for BRCA testing. The 
timeframe has improved in terms of getting that result 
back, but in very symptomatic patients, incredibly 
symptomatic patients, I get a little anxious and want to 
do something to help them, like if the patient’s 
hypercalcemia, diffuse bone lesions, I would fare towards 
chemotherapy in that setting.”

“If I see a triple-negative patient, I will do the PD-L1 
staining and BRCA mutation, of course, but I will start 
doing the NGS because I will learn to look at the TMB.”
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“From my experience from other cancers, it’s very 
tolerable, almost like an Ibrance sort of analog. It’s just 
been easy … I’ve had people say it was the best months 
of their lives when they were on it. People have felt well.” 
[on PARP inhibitor use]

“If it’s PD-L1 positive I go for Tecentriq + Abraxane. If it’s 
germline BRCA positive, I’ll go with olaparib because I’m 
familiar with it.”

“It will move into third or fourth line, when we’ve 
exhausted all the other treatments.” [on use of eribulin 
now that multiple other agents have emerged]

“PARP inhibitors in TNBC, based on the data today I 
would probably move them up to early on first-line 
setting. If there’s a somatic or a germline BRCA mutation 
or even a germline PALB2 mutation, then sequencing 
stuff. PD-L1 positive, I would use a combination 
chemoimmunotherapy after that, and sacituzumab 
govitecan will be third line for me.” 

“I look for the tumor-infiltrating lymphocyte positivity for 
the use of atezo with nab-paclitaxel, so that would be my 
first choice in a non-BRCA mutated patient. Some of the 
data regarding sacituzumab, I wasn’t so familiar with, so 
that’s something that obviously we’ll be incorporating”

Presenter
Presentation Notes
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU EVER 
USED THE DRUG EVEROLIMUS (AFINITOR)? (N = 9)*
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU EVER 
USED THE DRUG PALBOCICLIB (IBRANCE)? (N = 9)*
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU EVER 
USED THE DRUG RIBOCICLIB (KISQALI)? (N = 9)*
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU EVER 
USED THE DRUG ABEMACICLIB (VERZENIO)? (N = 9)*
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU EVER 
USED THE DRUG BEVACIZUMAB (AVASTIN)? (N = 9)*
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG ALPELISIB (PIQRAY) IN THE PAST YEAR? (N = 9)*
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
A PARP INHIBITOR IN THE PAST YEAR? (N = 10)
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
AN IMMUNE CHECKPOINT INHIBITOR (EG, ANTI–PD-1 OR 
PD-L1) IN THE PAST YEAR? (N = 9)*
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CASE 1 (HR+ ABC)

> A 58-year-old woman presents with de novo T3N1M1 grade 2 ER+/PR+/HER2–
IDC with painful metastases to multiple bony sites. Staging is otherwise negative 
for metastases. Biopsy of bone lesion confirms ER+/PR+/HER2– carcinoma
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IN ADDITION TO AN ANTI-OSTEOCLAST AGENT, YOU 
RECOMMEND: (N = 9)*
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CASE 1 (HR+ ABC) CONT.

> The patient is treated with letrozole + palbociclib, in addition to zoledronic acid, 
and has improvement in her bone pain and resolution of areas of active disease on 
bone scan for 30 months. After 30 months on treatment, she develops new left hip 
and lumbar spine pain, and bone scan shows progression of disease. Restaging 
shows no other areas of metastases. She has no PI3K mutations
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YOU RECOMMEND: (N = 10)
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CASE 1 (HR+ ABC) CONT.

> What if instead of progression only in bone after 30 months on letrozole + 
palbociclib, the patient’s disease has progressed in multiple bone sites 
(symptomatic) as well as with multiple liver metastases (asymptomatic), with 
normal liver function. She has no PI3K mutations
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IN THIS CASE, YOUR RECOMMENDATION FOR THERAPY 
WOULD BE: (N = 10)
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CASE 2 (HR+ ABC)

> A 65-year-old obese woman has had ER+/PR+ bone-only MBC for 10 years 
treated with an IV bisphosphonate then denosumab, aromatase inhibitors, 
fulvestrant, and tamoxifen plus everolimus. Most recently she has had stable 
disease for 18 months on capecitabine. Her disease has now progressed, and she 
has completed radiation therapy to a painful metastasis in her thoracic spine. She 
has no PI3K mutations
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REGARDING SYSTEMIC THERAPY, YOU RECOMMEND: (N = 10)
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CASE 3 (HR+ ABC)

> A 55-year-old postmenopausal woman has been on adjuvant anastrozole for 4 
years following chemotherapy for a grade 3 ER+/PR– T3N2 IDC. Her disease has 
now recurred with multiple liver metastases and mildly elevated liver function tests 
and she is mildly fatigued. She has no PI3K mutations
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YOU RECOMMEND: (N = 10)

40

60%

0%

20%

0% 0%

20%

0%

20%

40%

60%

80%

100%

Fulvestrant +
palbociclib

Fulvestrant +
ribociclib

Fulvestrant +
abemaciclib

Fulvestrant or
exemestane +

everolimus

Capecitabine Taxane-based
combination

chemotherapy

Pe
rc

en
ta

ge



WHAT IS THE PRIMARY REASON YOU PRESCRIBE THE 
CDK4/6 INHIBITOR OF YOUR CHOICE? (SELECT ALL THAT 
APPLY) (N = 10)
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HOW DO YOU EXPECT YOUR PRESCRIBING PATTERN OF 
CDK4/6 INHIBITORS TO CHANGE OVER THE NEXT 12–18 
MONTHS? SELECT 1 OR 2 ANSWERS (N = 10)
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Treatment of HER2+ ABC
ARS RESULTS



IN HOW MANY BREAST CANCER PATIENTS HAVE YOU EVER 
USED THE DRUG TRASTUZUMAB (HERCEPTIN)? (N = 10)
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU EVER 
USED THE DRUG PERTUZUMAB (PERJETA)? (N = 9)*
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG T-DM1 (KADCYLA) IN THE PAST YEAR? (N = 9)*
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG TRASTUZUMAB DERUXTECAN (ENHERTU) IN THE 
PAST YEAR? (N = 10)
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG LAPATINIB (TYKERB) IN THE PAST YEAR? (N = 10)
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG BEVACIZUMAB (AVASTIN) IN THE PAST YEAR? (N = 9)*
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG TUCATINIB (TUKYSA) IN THE PAST YEAR? (N = 10)
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IN HOW MANY BREAST CANCER PATIENTS HAVE YOU USED 
THE DRUG NERATINIB (NERLYNX) IN THE PAST YEAR? (N = 10)
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CASE 1 (HER2+ ABC)

> A 55-year-old postmenopausal woman presents with ER+/PR–/HER2+ bone-only 
MBC with a cT2N0 right breast cancer. She has moderate bone pain requiring 
intermittent narcotic therapy
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IN ADDITION TO AN ANTIOSTEOCLAST AGENT, YOU 
RECOMMEND: (N = 10) 
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CASE 1 (HER2+ ABC) 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 = 10) 

55

0%

40%

20%

40%

0% 0%
0%

20%

40%

60%

80%

100%

Trastuzumab Trastuzumab plus
pertuzumab

Trastuzumab plus AI Trastuzumab plus
pertuzumab plus AI

T-DM1 Trastuzumab plus AI
plus CDK4/6 inhibitor

Pe
rc

en
ta

ge



CASE 1 (HER2+ ABC) 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 = 10)
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CASE 1 (HER2+ ABC) CONT.

> She receives treatment with T-DM1 followed at disease progression with 
capecitabine plus trastuzumab and benefits from both 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 = 10)

59

50%

0% 0% 0%

10%

40%

0%
0%

20%

40%

60%

80%

100%

Capecitabine plus
trastuzumab plus

tucatinib

Lapatinib plus
trastuzumab

Neratinib ±
fulvestrant

Vinorelbine plus
trastuzumab

Gemcitabine plus
trastuzumab

Trastuzumab
deruxtecan

Eribulin plus
trastuzumab

Pe
rc

en
ta

ge



Treatment of mTNBC
ARS RESULTS



DO YOU USE IMMUNE CHECKPOINT INHIBITORS (EG, 
ATEZOLIZUMAB) IN PATIENTS WITH PD-(L)1–POSITIVE TNBC? 
(N = 10)
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CASE 1 (TNBC)

> A 51-year-old woman with no family history of breast cancer who had mastectomy 
and adjuvant AC/T chemotherapy for a T2N0 TNBC now presents 2 years later 
with mediastinal adenopathy. Biopsy confirms metastatic TNBC
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YOU RECOMMEND: (N = 10)
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CASE 1 (TNBC) CONT: SHE IS FOUND TO HAVE A DELETERIOUS BRCA1
MUTATION. REGARDING SYSTEMIC THERAPY FOR HER MEDIASTINAL 
LN-ONLY METASTATIC TNBC, YOU RECOMMEND: (N = 10)
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CASE 1 (TNBC) CONT: SHE IS FOUND TO NOT HAVE A DELETERIOUS 
GERMLINE MUTATION. REGARDING SYSTEMIC THERAPY FOR HER 
MEDIASTINAL LN-ONLY METASTATIC TNBC, YOU RECOMMEND: (N = 10)
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FOR ER+/HER2– MBC PATIENTS, AT WHAT AGE DO YOU 
RECOMMEND GERMLINE MUTATION TESTING, REGARDLESS 
OF FAMILY HISTORY? (N = 9)*
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CASE 2 (TNBC)

> A 75-year-old woman presents with biopsy-proven metastatic blastic bone and LN-
only metastatic TNBC, having received AC/T 2 years ago for a grade 2 TNBC with 
Ki67 of 10%
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WOULD YOU ORDER AR IHC? (N = 10)
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CASE 2 (TNBC) CONT: HER AR IS 80% 2+ ON A METASTATIC 
LN BIOPSY. YOU RECOMMEND: (N = 10)
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CASE 3 (TNBC)

> A 39-year-old woman with T2N1 TNBC underwent bilateral mastectomy then dose-
dense AC followed by paclitaxel. Panel germline testing showed a normal 
genotype. Three years later she developed biopsy-proven triple-negative diffuse 
liver metastases with abnormal LFTs and had an excellent response to docetaxel-
capecitabine for 12 months. She has now developed progressive disease in her 
liver and has normal LFTs
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WHAT TREATMENT WOULD YOU RECOMMEND? (N = 10)
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KEY TAKEAWAYS (1/2)
Advisor 1
• The depth of response of some of the drugs that are now available 

in HER2 + disease, especially the CNS activity of some of the 
targeted drugs, tucatinib and the deruxtecan

• The proliferation of some of the newer antibody drug conjugates 
• I don’t think I fully had a perception of how important the germline 

testing and mutation analysis was in the TNBC patients in terms of 
selecting therapy

Advisor 2
• PALB2 and BRCA mutations, that’s quite telling
• Checking and rechecking PIK3CA, checking on that, retesting. I 

think that’s something I didn’t know
• Checking for HER2 activation mutation and having some 

therapeutics for that – really important things

Advisor 3
• Tucatinib information regarding brain metastases
• Should we be screening for silent CNS disease now that we have 

good agents for HER2+, we should be looking for that
• Sacituzumab govitecan

Advisor 4
• Using tucatinib in combination with trastuzumab and capecitabine 

2L in mBC, moving them up after trastuzumab, pertuzumab 
combinations 

• For TNBC, testing for germline and somatic mutation early 
• Trastuzumab deruxtecan in the HER2-low and -negative disease

Advisor 5
• It’s pretty interesting to discuss some of the PI3K agents and patient selection for that, monitoring the hemoglobin AIC, and blood sugar 

control. I found that interesting and helpful for my practice
• For HER2, the TKI benefits in terms of those patients who have CNS disease. Even the neratinib, which I think is kind of falling down with 

all these newer things coming out. I think that was an important point
• For TNBC, utilizing the PARP and the BRCA+ germline mutation
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KEY TAKEAWAYS (2/2)
Advisor 6
• The role of the CDK4/6s in the elderly, since we deal with a lot of 

patients over the age of 75 and 85
• Secondly, the brain issue with the 3 drugs with tucatinib
• Nonchemotherapy agents can be used in combination, not just 

sequentially to delay chemotherapy

Advisor 7
• Tucatinib and the antibody against HER2, the new one, very 

exciting
• The AKT inhibitors – that looks very promising as maybe the next 

new line of therapy, a paradigm change in metastatic breast 
cancer

• PARP inhibitors use in various kinds of settings looks promising

Advisor 8
• AKT inhibitors in TNBC and also in HR+ breast cancer
• The HER2/neu low breast cancer and the DESTINY-Breast04 trial
• The MEDIOLA study, which looked at olaparib + PD-L1

Advisor 9
• Potential use for Piqray in which it could be given after CDK4/6
• Excitement about the tucatinib, trastuzumab deruxtecan, Xeloda, 

and trastuzumab in HER2+. Eye opening that we’re using T-DM1 
second line often following CLEOPATRA

• A lot of excitement about AKT 

Advisor 10
• Abemaciclib retrospective data, after previous CDK use
• Sequencing in the HER2+ patients.  
• Combination now for BRCA, a PARP inhibitor plus a PD-L1 inhibitor 
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