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Meeting Agenda: Day 1 – Friday, April 22, 2022
Time Topic Speaker/Moderator
4.00 PM – 4.10 PM Welcome and Introductions Joyce O’Shaughnessy, MD

4.10 PM – 4.30 PM Current and Emerging Biomarkers and Testing Methodologies in Breast Cancer William Sikov, MD

4.30 PM – 4.55 PM Key Questions and Topics for Discussion Joyce O’Shaughnessy, MD

4.55 PM – 5.00 PM Summary and 3 Key Takeaways William Sikov, MD

5.00 PM – 5.20 PM New Standards in HER2+ Early Breast Cancer William Gradishar, MD

5.20 PM – 5.55 PM Key Questions and Topics for Discussion Joyce O’Shaughnessy, MD

5.55 PM – 6.00 PM Summary and 3 Key Takeaways William Gradishar, MD

6.00 PM – 6.15 PM BREAK

6.15 PM – 6.35 PM Maximizing Potential Targeting of HER2 in HER2+ and HER2-Low ABC Mark Pegram, MD

6.35 PM – 7.15 PM Key Questions and Topics for Discussion Joyce O’Shaughnessy, MD

7.15 PM – 7.20 PM Summary and 3 Key Takeaways Mark Pegram, MD

7.20 PM – 7.30 PM
Standard and Emerging Strategies for High-Risk Early-Stage Triple-Negative 
Breast Cancer Jame Abraham, MD

7.30 PM – 7.50 PM Key Questions and Topics for Discussion Joyce O’Shaughnessy, MD

7.50 PM – 7.55 PM Summary and 3 Key Takeaways Jame Abraham, MD

7.55 PM – 8.00 PM Wrap-up and Overview of Day 2 Activities Joyce O’Shaughnessy, MD



Meeting Agenda: Day 2 – Saturday, April 23, 2022
Time Topic Speaker/Moderator
10.00 AM – 10.05 AM Introduction and Review Agenda for Day 2 Joyce O’Shaughnessy, MD

10.05 AM – 10.20 AM Current and Investigational Approaches in Metastatic Triple-Negative Breast Cancer Hope Rugo, MD, FASCO

10.20 AM – 10.50 AM Key Questions and Topics for Discussion Joyce O’Shaughnessy, MD

10.50 AM – 10.55 AM Summary and 3 Key Takeaways Hope Rugo, MD, FASCO

10.55 AM – 11.10 AM Therapeutic Horizons in HR+ Advanced Breast Cancer Komal L. Jhaveri, MD, FACP

11.10 AM – 11.50 AM Key Questions and Topics for Discussion Joyce O’Shaughnessy, MD

11.50 AM – 11.55 AM Summary and 3 Key Takeaways Komal L. Jhaveri, MD, FACP

11.55 AM – 12.10 PM BREAK

12.10 PM – 12.20 PM Therapeutic Horizons in HR+ Early Breast Cancer Harold Burstein, MD, PhD, FASCO

12.20 PM – 12.40 PM Key Questions and Topics for Discussion Joyce O’Shaughnessy, MD

12.40 PM – 12.45 PM Summary and 3 Key Takeaways Harold Burstein, MD, PhD, FASCO

12.45 PM – 12.55 PM Old and New Targets in Breast Cancer Peter Kaufman, MD

12.55 PM – 1.20 PM Key Questions and Topics for Discussion Joyce O’Shaughnessy, MD

1.20 PM – 1.25 PM Summary and 3 Key Takeaways Peter Kaufman, MD

1.25 PM – 1.55 PM General Discussion: Future Directions in Breast Cancer Treatment Adam Brufsky, MD, PhD, FACP

1.55 PM – 2.00 PM Conclusions and Wrap-up Joyce O’Shaughnessy, MD



Current and Emerging 
Biomarkers and Testing 
Methodologies in Breast Cancer



Current and Emerging Biomarkers and Testing Methodologies 
in Breast Cancer (1/2)
Presented by William Sikov, MD

Genetic testing in BC

> Diagnostic assays are expanding to include more risk 
factors, targetable alterations, and to reach a broader 
patient population. Different assays are available and are 
broadly used to make clinical decisions in early BC, and in 
the relapsed setting

> Each system has weaknesses that are critical to 
understanding and optimal use of these tools; questions 
arose that were extensively discussed with the panel

> Extensive genetic testing panels are available, in addition 
to known inherited BC risk factors for more patient groups. 
This provides a variety of challenges including the 
identification of patients who would benefit from more-
extensive testing

> The recent ASCO guidelines provide guidance for testing in 
eBC (Andre F, et al. J Clin Oncol. 2022;JCO2200069). It is 
recommended to consider adjuvant ET for patients with low 
ER positivity (1%–9%); the benefit of ET is questionable 
considering the side effects

> ER/PR levels tend to change with the course of the 
disease, and it is recommended to check expression at the 
metastatic sites

Extending use of genetic testing in BC



Current and Emerging Biomarkers and Testing Methodologies 
in Breast Cancer (2/2)
Presented by William Sikov, MD

Genomic testing is recommended by ASCO in early BC

> In the early setting, Oncotype DX and MammaPrint are more reliable than other available genomic assays; however, these systems require 
further validation and clear guidance for the community to be broadly used in early-stage ER+, HER2– eBC with confidence



Discussion: Current and Emerging Biomarkers and Testing 
Methodologies in Breast Cancer (1/4)
Genetic testing is extending in BC

Experts extend genetic testing beyond NCCN guideline recommendations to include patients with BRCAness in 
early or advanced BC
> In addition to germline BRCA testing, experts request genetic testing for somatic BRCA1, BRCA2, and PALB2

mutations for using PARPi in the adjuvant or metastatic setting
– There is an ongoing trial with the aim to identify somatic BRCA mutations from ctDNA and treatment with 

talazoparib (NCT03990896; PI: Neelima Vidula). Experts are cautious about ctDNA data, and added that these 
results require further validation with biopsies

The pool of patients to receive genetic testing is increasing; however, the current EPICS panelists do not recommend 
testing everyone, in contrast with the American College of Surgeons, which recommends testing for all
> Experts argued that genetic testing results may be misunderstood due to gene polymorphisms. BRCA genes are known to 

be polymorphic and have many variants of uncertain significance (VUS) that require further (pre)clinical research
> On the basis of these uncertainties, surgeons tend to offer more-aggressive surgery recommendations than needed
> With the increasing complexity of results (including explanation of VUS), patient discussion must include more-

extensive description of testing

IHC testing to identify HER2-low patients; HER2 mutations
> In the community setting, identification of HER2-low patients is a challenge. HER2 IHC is not generally requested 

upon HER2 FISH negativity, as general test labs have moved away from IHC. This should be standard in the 
community until more-precise tests are developed to identify HER2-low patients

> HER2– patients with somatic HER2 mutations show benefit from HER2-targeted approaches
– HER2-low testing is further discussed in another section

Dr Jhaveri:
So, follow the same NCCN 
criteria that we do for 
germline testing for our 
patients and in addition, 
pretty much think about the 
OlympiAD inclusion 
criteria. 

“
“



Discussion: Current and Emerging Biomarkers and Testing 
Methodologies in Breast Cancer (2/4)
Genetic testing (cont), next-generation sequencing

The required pretest genetic counseling has challenges across the US due to a shortage of genetic 
counselors
> In a few research centers there is a robust counseling practice with specified genetic counselors. Since the 

COVID pandemic, most of the counseling is done online
> Recently, there has been a shortage of counselors at hospitals across the US, as some have changed jobs and 

are now working at new telemedicine companies
> Dr Brufsky added that starting a telemedicine/counseling service would be an excellent business idea

The usage of NGS in BC is increasing in clinical practice, with focus on novel targetable mutations and 
somatic mutations of BCRA1/2 or germline LAPB2 genes to identify patients who benefit from PARPi
> One expert mentioned they use FoundationOne, as it has been a specific requirement in a clinical trial, and they 

want to make sure eligible patients do not miss the opportunity to receive PARPi
> In clinical trials with MDM2 inhibitors, MDM2 amplification testing is required with a copy number cutoff of 12; 

however, none of the commercial assays report the actual copy number

The experts do not differentiate between the results of different genetic testing platforms, because the gene 
profiles and accuracy of these tests are comparable. Preferences tend to form on the basis of relationships 
between hospitals, platform providers, and the extent of paperwork needed for test requests
> The experts see a shift from one provider to the other over time on the basis of relationships between hospitals 

and providers, starting from Foundation Medicine, then Tempus, and currently Ceres Health Research carrying 
out the majority of genetic tests

Dr Pegram:
Market research indicates 
that there are surgical 
decisions being made for 
VUS's that are really not
appropriate. Plastic surgeries, 
metastasectomies, or 
oophorectomies, or both, 
and when you speak to 
these surgeons, they will 
claim, they will swear on a 
stack of bibles that the 
patient insisted on these 
surgeries, so how can they 
deny this to them?

“
“



Discussion: Current and Emerging Biomarkers and Testing 
Methodologies in Breast Cancer (3/4)
Ki67 testing

Experts are not in full agreement regarding the usage of Ki67 testing in BC; some use this test routinely, 
while others use it for selected patients in clinical practice
> Dr Rugo explained that Ki67 tests give insight into the biology of the disease and help identify patients who may 

not benefit from aggressive therapy. Treatment intensification may also be adjusted in HER2+ or TNBC patients 
on the basis of Ki67 levels

– Some use Ki67 only for patients who may be eligible for abemaciclib in the adjuvant setting
> Estimation of Ki67 testing is challenging due to differences in proliferation across different parts of the tumor

– The International Ki67 in Breast Cancer Working Group published their recommendations and mentioned 
that the analytic validity of Ki67 is not good enough between 5% and 30% in ER+ BC, but they endorsed 
Ki67 testing for clinical utility for Ki67 <5% and >30% (Nielsen TO, et al. J Natl Cancer Inst. 
2021;113(7):808-819)

– Dr Brufsky added they recently published a paper that analyzed data from 70 eTNBC patients with low 
Ki67 index (<30%) who showed no survival benefit from chemotherapy (Srivastava P, et al. NPJ Breast 
Cancer. 2022;8(1):51)

Dr Rugo:
I think that we know that 
both HER2+ and triple-
negative disease can be 
quite heterogeneous. I’ve 
just recently had a whole 
slate of people of triple-
negative disease with Ki67 
at 5%. They just can 
sometimes be very slow 
proliferative triple-negative 
disease.

“
“



Discussion: Current and Emerging Biomarkers and Testing 
Methodologies in Breast Cancer (4/4)
Genomic testing in eBC

ASCO has recently updated biomarker testing guidelines for eBC, and recommended the usage of different 
genomic testing platforms
> Experts are concerned about the heterogeneity of BC scoring systems and their limitations in identifying low-risk 

patients who would benefit from less-intensive therapy
– Dr Pegram explained that in the OPTIMA preliminary trial, where patients were evaluated by different 

scoring systems, these performed very differently in predicting low-risk patients; 60.6% of the patients 
were assigned to different risk factors by different tools (Stein RC, et al. Health Technol Assess. 
2016;20(10):xxiii-xxix, 1-201)

> Some of the experts find Oncotype DX and MammaPrint to be useful tools that help provide an overview to the 
patients when discussing their disease

> Considering that payors, patient advocacy groups, and oncologists will interpret the guidelines from their 
perspectives, there are intensive discussions within the ASCO guidelines panel in determining the verbiage of 
the guidelines, to help the community best use these tools in treatment decisions 

Dr Sikov:
I’m just concerned if the 
medical oncologist out in 
wherever, who isn’t a 
breast medical oncologist, 
if they’re going to follow 
these guidelines, then 
there are a lot of patients 
who are going to get 
chemotherapy that you and 
I probably wouldn’t give 
chemotherapy to. We don’t 
have a study comparing 
chemotherapy vs ovarian 
function suppression in 
certain groups of patients, 
and eventually we’ll have 
that.

“

“



New Standards in HER2+ 
Early BC



New Standards in HER2+ Early BC
Presented by William Gradishar, MD

Anti-HER2 treatment is SOC

> Trastuzumab-containing regimens improved patient outcomes, 
and are recommended in the NCCN guidelines (eg, TCH and 
TCHP); however, HER2+ BC remains an unmet need, with about 
25% pf patients having recurrent disease

> The optimal length of trastuzumab treatment is 1 year, although 
there are discussions on shorter treatments for select patients

> Preoperative HER2-directed therapy, particularly with dual HER2 
targeting, markedly enhanced the pCR rate in node-positive 
patients in the APHINITY trial

> Paclitaxel plus trastuzumab showed benefit in the APT trial in 
node-negative patients

> The ATEMPT trial suggests that T-DM1 improved patient 
outcomes in the post-neoadjuvant setting; invasive disease-free 
survival (iDFS) was enhanced by 11%, favoring T-DM1 vs 
trastuzumab in patients with residual disease after preoperative 
therapy

Optimizing treatment in HER2+ eBC

> The KATHERINE trial established 1 year of adjuvant T-DM1 as 
the SOC for patients with residual disease following HER2-
targeted neoadjuvant therapy, on the basis of the significant 
improvement in iDFS and distant recurrence compared with 
trastuzumab

> There are clinical trials to improve on the findings of KATHERINE 
– The ExteNET trial, using extended adjuvant therapy with 

neratinib, showed significantly improved iDFS for the 
subgroup of patients with HER2+, HR+ disease; however, 
did not improve iDFS in the overall population

– In the CompassHER2 trial, patients receive preoperative 
THP and patients with residual disease are randomized to 
either T-DM1 or T-DM1 plus tucatinib. The trial is ongoing

– In eMonarchHER, ER+, HER2+ patients with or without 
preoperative therapy were randomized to abemaciclib plus 
ET vs placebo plus ET. Trial accrual is closed; results are 
awaited



Discussion: New Standards in HER2+ Early BC (1/3)

Dual HER2 blockade plus chemotherapy

Dual anti-HER2 blockade (trastuzumab-pertuzumab) plus chemotherapy has become the standard clinical 
approach for nearly all patients with HER2+ breast cancers in the US and most European countries. Experts 
agree that chemotherapy de-escalation is a valid strategy
> Dual HER2 blockade showed iDFS improvement in adjuvant setting; however, some experts highlighted that the 

addition of pertuzumab highly increases cost, and the improvement is incremental
> Some experts consider carboplatin unnecessary in both the neoadjuvant and metastatic setting because of the 

added toxicities. They tend to use THP instead of TCHP, especially for more brittle patients. Other experts prefer 
TCHP for their patients and apply de-escalation on an individual basis. Another expert mentioned they use 
paclitaxel plus HP with anecdotal exceptionally high pCR rates

The use of neoadjuvant anthracycline-based regimens is declining, as several studies showed that 
anthracyclines do not improve treatment efficacy in the preoperative setting
> The outcome of the TRAIN2 study convinced most of the experts not to use anthracyclines in the early setting. 

The Memorial Sloan Kettering Cancer Center has been an advocate for using anthracyclines, and now they use 
more TCHP without anthracyclines

> For very-high-risk patients, anthracycline is still used, considering that TCHP seems less affective for this patient 
population with a considerable side-effect profile

Dr Brufsky:
Interestingly, neoadjuvant 
T-DM1 has heterogeneity; 
theoretically, T-DXd should 
do better because it clearly 
treats that heterogeneity in 
the HER2-low as well as 
the HER2-overexpressed. 
Why don’t we do head-to-
head but neoadjuvant with 
T-DXd? It could potentially 
work where T-DM1 didn’t 
for that heterogeneity 
purpose.

“
“



Discussion: New Standards in HER2+ Early BC (2/3)

Novel adjuvant approaches

T-DM1 is SOC for patients with residual disease after neoadjuvant therapy on the basis of the KATHERINE 
trial outcomes; however, the postoperative setting may evolve, with T-DXd coming forward
> Some experts expressed that they like using T-DM1 in the neoadjuvant setting for earlier-stage disease; 

however, they agreed that it does not address HER2 heterogeneity, which appears in ~10% of the patients; this 
is considered a high proportion of patients who would not benefit from T-DM1

– Most of the experts expressed their enthusiasm for T-DXd in this setting that shows activity in HER2-low 
and -mutant disease, and look forward to the outcomes of the DESTINY-Breast05 trial

> T-DM1 seems to be less effective than TCHP in high-risk patients; however, some physicians might choose this 
option to avoid breast irradiation

> Some experts are hesitant to enroll patients with higher-stage disease in the CompassHER2 trial, and they 
argued that the pCR rate might be suboptimal for patients with residual disease who receive only 12 weeks of 
preoperative treatment with THP

Extended adjuvant therapy with neratinib following adjuvant trastuzumab-based therapy is mainly 
considered for very-high-risk patients, on the basis of the updates from ExteNET trial
> Experts discussed the ongoing efforts to mitigate the GI toxicities associated with neratinib in the CONTROL 

trial, adding that dose escalation and oral steroids are valid strategies, and that updates of the trial are expected 
by ESMO 2022

– There are anecdotal examples of rare patients treated with neratinib who showed durable response and 
manageable toxicities in this setting

Dr Abraham:
Five years [from] now, I 
don’t think we’ll be using T-
DM1. I think T-DXd will 
replace it in adjuvant or 
post-adjuvant; potentially a 
number of triple-negative 
breast cancers means no 
HER2+ patients will be 
getting T-DXd. I’m really 
excited about that drug.

“
“



Discussion: New Standards in HER2+ Early BC (3/3)

Recurrence in 1L

Sequencing strategies are evolving for patients with recurrent disease after (neo)adjuvant therapy
> For patients whose disease recurs within a year after dual HER2 blockade plus chemotherapy, experts prefer 

using T-DXd instead of T-DM1 or retreatment with CLEOPATRA-like regimen. This practice was specifically 
mentioned for patients whose disease recurred with multiple positive nodes, as they might have had metastatic 
disease at diagnosis

– One expert mentioned challenges with getting reimbursement for T-DXd for a patient whose disease 
recurred after 16 months, with metastases in the chest wall

– Some experts would be comfortable with reusing THP with taxane instead of docetaxel for this patient
– Other experts mentioned using anthracyclines plus trastuzumab. Dr Pegram advised being very cautious 

when using sequential treatment to avoid serious cardiac toxicities that he experienced with one of his 
patients

> For patients who show disease recurrence with brain mets, tucatinib combination is the preferred choice in 1L
> In later lines, for heavily pretreated patients, experts may use anthracyclines, especially if the patients have not 

received this treatment in earlier lines. About 35% of these patients have TOPO2 amplification and these 
patients did as well on anthracyclines as on trastuzumab (Press MF, et al. J Clin Oncol. 2011;29(7): 859-867)

Dr Gradishar:
It’s funny, the East Coast is 
finally getting rid of the 
anthracyclines. In the West 
Coast they never liked 
them, and now they are 
finding a way to use them.

“
“



Maximizing Potential in 
HER2+ and HER2-Low ABC



Maximizing Potential in HER2+ and HER2-Low ABC (1/3)
Presented by Mark Pegram, MD

Current treatment landscape

> Current treatment approaches in HER2+ mBC are based on CNS involvement and previous treatment responses



Maximizing Potential in HER2+ and HER2-Low ABC (2/3)
Presented by Mark Pegram, MD

HER2+ mBC with brain mets

> On the basis of the HER2CLIMB study, tucatinib combination has 
Level 1 evidence for OS benefit for patients with brain mets

– Subgroup analysis of patients with stable brain mets 
presented at ASCO 2020 did not show statistically 
significant OS benefit, most likely due to small sample 
numbers

– A more recent update showed significant CNS-PFS benefit 
in patients with active or stable brain mets

– Tucatinib delayed brain lesion-free survival in HER2CLIMB. 
This endpoint is attractive for physicians explaining CNS 
activity of this combination

– In a small cohort (n = 17) of patients with leptomeningeal 
metastasis, tucatinib showed OS that was favorably 
comparable with historic controls

> In a subgroup analysis of the DESTINY-Breast03 trial, T-DXd 
showed intracranial activity vs T-DM1, and the overall ORR was 
compelling in patients with or without brain mets

Attempted coup to dethrone CLEOPATRA in the frontline

> THP is SOC in frontline, on the basis of the CLEOPATRA trial 
outcomes. There are large phase III trials ongoing comparing 
CLEOPATRA-like regimens

– Atezolizumab plus dual HER2 blockade vs THP in NRG 
BR-004

– Anti-HER2 plus ET ± palbociclib for HR+, HER2+ mBC in 
PATINA

– Dual HER2 blockade ± alpelisib for PIK3CA mut HER2+ 
mBC in EPIK-B2

– T-DXd ± pertuzumab vs THP in DESTINY-Breast09



Maximizing Potential in HER2+ and HER2-Low ABC (3/3)
Presented by Mark Pegram, MD

Second and later lines in HER2+ mBC

> T-DXd showed extraordinary results in DESTINY-Breast03 with 
HR of .28, and reshaped treatment in 2L

– There were no grade 4 or 5 drug-related interstitial lung 
disease (ILD) events in this trial

> Trastuzumab duocarmazine showed excellent activity in the 
TULIP trial; however, these results were overshadowed by 
DESTINY-Breast03 results

– Toxicities include ocular AEs and ILD

HER2-low

> HER2-low patients showed HER2 FISH– results but expressed + 
or ++ HER2 protein by IHC staining. This amounts to 50% of all 
BC patients

> T-DXd showed activity in HER2-low mBC in smaller phase II 
trials, and in the DESTINY-Breast04 trial

> There is a phase II trial ongoing with T-DXd in patients with 
HER2-zero by IHC



Discussion: Evolving Standards of Care in HER2+ mBC (1/5) 

Current treatment landscape and treatment sequencing

Current standard approaches include a CLEOPATRA-like regimen (taxane-trastuzumab-pertuzumab) in 1L, and T-DXd and tucatinib 
combination in 2L for HER2+ mBC. Overall disease burden drives treatment choice for patients whose disease progressed after a
CLEOPATRA-like regimen
> Patients who had an early relapse in the adjuvant setting with a similar regimen will receive T-DXd in 1L. Patients who respond well to 

CLEPOATRA-like regimen but develop toxicities to taxane would be switched to AI unless they relapsed on AI, then would receive fulvestrant
> T-DXd is the preferred choice for patients with systemic disease for its activity in visceral metastasis

− Since T-DXd showed intracranial activity, experts are less inclined to request MRI for all patients to identify brain mets and prioritize 
tucatinib

> The HER2CLIMB regimen (tucatinib plus trastuzumab plus capecitabine) is the preferred choice for patients whose disease primarily 
progressed in the brain without high systemic disease burden
− Tucatinib would not be a preferred choice in patients with high systemic disease burden, as it seems to not be very active in this setting

Clinical data are lacking on sequencing strategies in later lines for patients whose disease progressed after T-DXd treatment. With 
more pretreatment, ILD associated with ADCs becomes more prominent
> Some experts mentioned they would use TKI (eg, the HER2Climb regimen or neratinib) for patients whose disease progressed after T-DXd, 

instead of using T-DM1 in the following line
> Trastuzumab duocarmazine may be an alternative option to TKIs, as it showed activity in patients pretreated with T-DXd in the TULIP trial
> ILD seems to be associated with a variety of ADCs, and this might be due to interaction of the different payloads. The average number of 

drug conjugations (DAR) influences the efficacy, and high numbers of conjugated payload molecules may be responsible for excessive 
toxicities

> T-DM1 has an average DAR of 3.5, but it may have molecules with 8–9 DAR that are highly toxic. Novel ADCs have a fixed DAR ratio, and 
there are efforts in developing fixed-DAR T-DM1



Discussion: Evolving Standards of Care in HER2+ mBC (2/5) 

Refining usage of available treatments

Margetuximab is an efficacious alternative to trastuzumab; however, its activity is dependent on Fc 
receptor affinity, and the mechanism requires further understanding
> Margetuximab treatment could be complemented with genotyping of CD16A Fc receptor, as patients with 

the high-affinity allele (FF) showed more benefit vs trastuzumab. Patients who had low-affinity allele (FV, 
and VV) benefited more from trastuzumab. Margetuximab is under investigation in the neoadjuvant setting 
(MARGOT trial) that will provide more understanding of FC receptor heterogeneity
− Genotyping of these alleles is now available, and results have a 2-week turnaround time

> Experts questioned if FC receptor heterogeneity may affect atezolizumab outcomes in context with the 
ongoing THP ± atezolizumab trial in the neoadjuvant setting (IMpassion050). The trial is ongoing in Europe 
with amendments to extend accrual

With the broader availability of efficacious treatments, patient quality of life drives treatment decision
> T-DM1 may be a valid option for patients who do not want to lose their hair
> Patients who lose their hair on T-DXd tend to grow hair again during treatment; low-dose minoxidil is also 

effective in supporting hair growth for these patients
> Some patients do not tolerate the triple combination of tucatinib well and may benefit from single-agent 

therapies (eg, T-DM1)
− T-DXd showed durable response in heavily pretreated patients (including T-DM1) in the DESTINY-

Breast01 trial, and could be used in the following line; however, experts prefer using this effective 
treatment earlier

Dr Gradishar:
There’s nuance in everything we 
do. There are women who don’t 
want to lose their hair. So, if you 
have less chance of doing that, 
then that’s the right choice for that 
patient. And this is still all sorting 
out. We’re speculating.

“

“



Discussion: Evolving Standards of Care in HER2+ mBC (3/5) 

Assessment and treatment of patients with active or stable brain mets

On the basis of the DB-03 results, more experts use MRI to screen patients for possible brain mets, to 
identify patients who benefit from tucatinib combination
> Currently, MRI is not ordered for all patients; however, experts have a low threshold to request it
> Clinical practice includes actively asking and educating patients about changes in symptoms associated 

with brain mets, and at any sign of change, an MRI is requested
> MRI is recommended for patients with very early liver or very early lung metastasis due to an increased 

risk of brain mets in these patients
> Patients with very good response tend to have disease progression with brain mets, and are screened by 

MRI to identify early neurologic progression
> The SystHERs registry trial identified factors associated with brain metastases in HER2+ mBC, including 

age <50 years at diagnosis, recurrent metastases (not de novo), and HR– disease (Tripathy D, et al. BMC 
Cancer. 2014;14:307)

> Stereotactic body radiation therapy (SBRT) is used for patients with a few brain mets, and these patients 
would be switched to tucatinib-based therapy

> Patients with leptomeningeal disease tend to receive more-extensive radiation and may develop necrosis 
that can affect interpretation of MRI results. Dr Rugo mentioned a patient who had challenging MRI 
readouts, did not respond well to tucatinib, and then received bevacizumab, which controlled the disease

> T-DXd showed durable responses in pretreated patients with leptomeningeal disease in the DEBBRAH 
trial

Tucatinib and neratinib showed the possibility of preventing brain mets, but more data are required
> Experts commented that it is not known if this effect translates into OS benefit, and considering the added 

toxicities, preventive usage might not be a valid option

Dr Sikov:
I have an even lower threshold for 
managing the brain, because a 
neurologic progression is so 
devastating. So, I will screen my 
patients if they have widespread 
disease and very early lung, very 
early liver mets, because there’s a 
clear correlation between that and 
an increased risk of brain 
metastasis, which may be 
asymptomatic now, but may not 
be asymptomatic down the road. I 
also tend to screen patients who 
have had a really good response 
to systemic treatment because 
again, I’m worried that when they 
progress, it’s going to be in the 
brain and it’s going to be 
neurologic progression, which is 
bad. 

“
“



Discussion: Evolving Standards of Care in HER2+ mBC (4/5) 

Future developments: Combinations vs sequencing

Experts are impressed by the observed PFS benefit in the DESTINY-Breast03 trial and discussed the 
possibilities of further development in combinations
> Experts spoke highly of the observed PFS improvement and hazard ratios as exceptional in breast cancer

− There seems to be a disconnect between PFS of about 25 months in DESTINY-Breast03, and 
shorter duration of response at about 14 months, and this might be due to investigator PFS 
assessment; independent review might bring clarity on this point

− In the T-DXd arm, 30% of patients went on to receive another therapy vs about 60% who went on to 
receive additional therapies after T-DM1; this is most likely due to patients still on therapy, and longer 
follow-up is needed

> T-DXd and tucatinib combination is under clinical investigation and treatment-related GI toxicities are 
concerning. Some experts think this approach would possibly be used in patients with brain mets. Other 
experts added that they do not see theoretical reasons for combining these drugs, and sequencing is a 
more reasonable approach considering the toxicities of long-term treatment; patients’ disease would 
progress and there would be limited options for effective treatment. An additional concern is the increasing 
cost when 2 novel treatments are combined 

> Combination of ADCs with irreversible TKIs (eg, neratinib), instead of reversible TKIs (eg, tucatinib), may 
further increase internalization, which could be an effective approach in HER2-low or HER2-mutant 
patients

Dr Rugo:
[On T-DXd plus tucatinib] I feel 
like you’re kind of using all your 
great drugs at once. And 
toxicities, you can’t stand T-DXd 
for a really long time. It was a less 
heavily pretreated patient 
population than HER2CLIMB. But 
you can’t stay on for a long time, 
and patients are still struggling 
with nausea and fatigue. Nausea 
is a really big deal if you have 
nausea for 1 week out of every 3 
weeks for 4 years. I mean that’s a 
lot. And that’s just a median, that’s 
2 years. People are staying on 
this drug for a long time. We’re 
going to add in tucatinib and have 
more GI toxicity and diarrhea.

“
“



Discussion: Evolving Standards of Care in HER2+ mBC
(5/5) 
A new class in BC: HER2-low

Identification of HER2-low patients may be a challenge for some institutions
> Some of the community hospitals have moved away from IHC assessments, and it may be challenging to 

include IHC for patients with HER2– FISH. Experts recommended to develop a qualitative way to identify 
HER2-low patients

> Available IHC antibodies were developed to identify high levels of expression, and not designed to identify 
small differences. RT-PCR–based studies show similar HER2 mRNA transcripts in HER2 IHC-0, +, and 
++, suggesting that IHC-0 might have some HER2 expression. This may explain the responses in the IHC-
0 cohort in the DAISY trial

> Better HER2 antibodies would help address possible differences in responses in patients with IHC 0, +, or 
++ if there are any

The experts expect to see detailed updates of DESTINY-Breast04 trial with T-DXd in HER2-low patients 
after the positive announcement earlier this year
> T-DXd shows activity in HER2-low disease. Some patients responded well when treated early on; 

however, there might be a patient population who might respond poorly, perhaps because of the disruption 
on PI3K pathway. These patients had poor responses to HER2-targeted therapy, or immunotherapy, and 
only responded to capecitabine

Dr Kaufman:
IHC for this low-level HER2 
overexpression is really a less-
than-adequate assay. It was not 
designed to take that as a very 
poor dynamic range in that low-
range HER2 overexpression. 

“

“
Dr Abraham:
We are talking about triple-
negative breast cancer patients 
suddenly becoming 1+ or 2+ 
HER2-low. I have a couple of 
patients on the T-DXd trial almost 
2 years, and traveling around of 
the country, and living their life, 
not really having too many side 
effects. So, I think the quality of 
life will be hugely different, 
potentially, in this HER2-low 
subset if we can use T-DXd.

“

“
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Standard and Emerging Strategies for High-Risk Early-Stage TNBC
Presented by Jame Abraham, MD

Current standards of (neo)adjuvant TNBC treatment

> In KEYNOTE-522, the addition of pembrolizumab to neoadjuvant 
chemotherapy improved pCR rates, and the benefit appears to 
be independent of node involvement, tumor size, HER2 IHC 
levels, and PD-L1 status

> For patients with residual disease in the breast (>2 cm) or in 
lymph nodes, who have germline BRCA mutation, adjuvant 
olaparib is SOC, on the basis of the OlympiAD trial

> Capecitabine is SOC in patients with residual disease after 
surgery, on the basis of the CREATE-X trial

> The addition of pembrolizumab to capecitabine did not show 
significant efficacy, and the toxicity profile was manageable

> The SWOG S1418 trial is addressing sequential usage of 
pembrolizumab after capecitabine

> There are safety data with pembrolizumab plus olaparib from GI 
and GU trials, and from the KEYLYNK-009 study in inoperable 
TNBC that was stopped due to lack of efficacy

> PD-(L)1 blockade increased pCR rates across various trials 
(KEYNOTE-522, IMpassion031, NeoTRIPaPDL1, GeparNUEVO, 
I-SPY2); there are multiple studies ongoing in this setting

Open questions in eTNBC

> The optimal usage of available treatments in early TNBC 
requires further research, and was discussed by the experts

– Patients not matching OlympiAD inclusion; tumor size <2 
cm, no lymph node involvement)

– Treatment for ER-low patients



Discussion: Standard and Emerging Strategies for High-Risk 
Early-Stage TNBC (1/4)
Chemotherapies in neoadjuvant TNBC

Chemotherapy with paclitaxel plus anthracycline is SOC in early TNBC; next step for more-intensive 
treatment includes carboplatin
> Carboplatin addition has shown increasing pCR rates in different trials

− Patients in CALGB 40603 who developed hematologic toxicities stopped their paclitaxel plus 
carboplatin therapy earlier and had lower pCR rates. Patients who completed their treatment had 
markedly superior pCR rates and better EFS

− In the BrighTNess trial, patients were allowed to have treatment delay up to 16 weeks. They 
completed paclitaxel plus carboplatin treatment and the study had better overall pCR rates and EFS

> There are trials planned to decrease anthracycline usage in TNBC (similar to HER2+)
− Anthracyclines able to stimulate immune response more than paclitaxel-carboplatin (Callari M, et al. 

SABCS 2021. Abstract PD10-09)
− Anthracyclines may be needed to optimally use immune checkpoint inhibitors for high-risk patients 

who do not respond well to therapy in combination with paclitaxel plus carboplatin (eg, atezolizumab 
in the NeoTRIPaPDL1 trial)

− Anecdotal evidence shows that patients who received anthracyclines after stopping immune 
checkpoint inhibitors started to develop immune toxicities

Dr Sikov:
I believe that all patients with 
triple-negative breast cancer 
should get carbo. The big 
question I think going forward is, 
should all of the patients receive 
anthracycline, and I think the 
answer to that is going to be no. 

“
“



Discussion: Standard and Emerging Strategies for High-Risk 
Early-Stage TNBC (2/4)
Pembrolizumab is a new standard in high-risk (neo)adjuvant TNBC

Pembrolizumab in combination with neoadjuvant platinum-based chemotherapy and as monotherapy in the adjuvant setting is a new 
standard for higher-risk patients, on the basis of the KEYNOTE-522 trial
> Following neoadjuvant pembrolizumab plus chemotherapy, experts continue pembrolizumab as single agent or in combination in the 

postoperative setting, including patients with pCR
> Some experts would use capecitabine plus pembrolizumab for a high-risk patients with extensive residual disease after surgery
> Some experts do not add capecitabine in the postoperative setting. Addition of capecitabine did not add clinical benefit for patients with 

basal-like 1 or basal-like 2 disease
− Patients who benefited from adjuvant capecitabine in the CREATE-X trial were mostly luminal B, normal-like subtype, and of Asian

origin, which may explain lack of activity. Payors are very strict in following the NCCN guidelines and some of the possible 
pembrolizumab combinations are not listed (eg, with dose-dense anthracycline). The committee is in discussion on amending the 
guidelines

Dr Rugo:
I wouldn't give the cape at all in that setting. Intrinsic subtype may differ by racial and ethnic groups, and so where you see a 
higher percentage of luminal B or normal-like disease vs basal-like in triple-negative breast cancer, and it would make perfect 
sense because CREATE-X and the capecitabine study out of Japan, Korea, and China looked like it works great and, in my 
hands, doesn't work at all. If you look at Ingrid Mayer’s data [ECOG-ACRIN EA1131 trial], it actually really fits nicely. The 
patients who had non–basal-like disease did better than the patients who had basal-like disease, who did really terribly. 

“ “



Discussion: Standard and Emerging Strategies for High-Risk 
Early-Stage TNBC (3/4)
Adjuvant olaparib is a new standard for patients with BRCA mutation

Experts are impressed with the survival data in the OlympiA trial with olaparib maintenance for 
patients with BRCA mutation. Olaparib is integrated in the treatment paradigm; however, there is no 
consensus on optimal usage of olaparib in this setting
> Some experts would add olaparib after completion of adjuvant pembrolizumab ± capecitabine. Some 

would shorten pembrolizumab and switch to olaparib after 6 months
> Many experts would not use capecitabine 
> Others prefer to start with adjuvant capecitabine and then switch to pembrolizumab plus olaparib, and 

switch to olaparib only when the combination is not well tolerated
> Medicare and Medicaid payors do not cover adjuvant combination. Olaparib may be requested, as it is 

FDA approved already in the neoadjuvant setting, and pembrolizumab as compassionate use
> The forest plot in the OlympiA trial suggests attenuated effect in patients with prior platinum and high 

residual disease; however, the PFS and OS data are in favor of olaparib, and experts would not hesitate to 
use olaparib for all BRCA-mutant patients

In addition to germline BRCA1/2 mutations, experts request tests for somatic BRCA1, BRCA2, and 
PALB2 mutations to make sure they identify patients who benefit from olaparib
> BRCAness testing was discussed in another section

Dr O’Shaughnessy:
The survival data in OlympiA are 
terrific to see. I think it reinforces 
the importance of the olaparib, but 
I'll tell you, I already was a fan. I 
was like, okay, everybody’s got to 
get that who I can find. My 
challenge is making sure I find 
everybody. It's just probably even 
that much more important for the 
patients to motivate them, 
although I find patients are pretty 
highly motivated anyway. If they 
don't have a path CR, that's a 
pretty scary place to be. 

“
“



Discussion: Standard and Emerging Strategies for High-Risk 
Early-Stage TNBC (4/4)
The future of early TNBC treatment

Experts discussed the potential of new treatments with ADCs, novel CDK4/6 inhibitors, and AKT 
inhibitors in early TNBC as promising agents
> ADCs are expected to revolutionize treatment. Multiple drugs show some activity in TNBC, and cytotoxic 

payload conjugated with these drugs may have a more active effect in this setting. ADCs with immunologic 
payload are interesting, as immunologic approaches are active in TNBC

> Sacituzumab govitecan clinical research is ongoing in the (neo)adjuvant setting as single agent or in 
combination with pembrolizumab

> Trilaciclib, a reversible CDK4/6 inhibitor, in combination with chemotherapy, showed excellent survival in 
the metastatic setting, and is under investigation in early TNBC

> AKT inhibitors may be promising in the neoadjuvant setting. In the FAIRLANE trial, preoperative paclitaxel 
± ipatasertib showed a modest improvement in pCR; however, reverse-phase protein microarray showed 
that AKT phosphorylation is the best predictor of clinical benefit with ipatasertib. Combination approaches 
are under investigation

The identification of HER2-low patients has a great impact on the treatment of TNBC
> T-DXd shows activity in HER2-low disease and has a manageable side-effect profile. Updates on the 

DESTINY-Breast04 trials are expected (HER2-low disease was more extensively discussed in the HER2+ 
section

Dr Pegram:
[On ADCs] We're still scratching 
the surface with those drugs as a 
class, particularly in triple-negative 
disease where there are fewer of 
them so far. I think there's a huge 
opportunity here. I think that all of
the drugs that have activity in 
triple-negative disease will have 
even more activity when they're 
used as payloads with cell surface-
targeting antibodies. I think that's 
going to be a huge thing. The other 
thing is antibody-drug conjugates 
with immunological payloads. I 
think it has an interesting possible 
future, particularly in triple-negative 
disease, where immunological 
approaches are active.

“
“
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Current and Investigational Approaches in Metastatic Triple-
Negative Breast Cancer (1/4)
Presented by Hope Rugo, MD, FASCO

TNBC classification

> TNBC is a collection of heterogeneous diseases. Intrinsic 
subtyping helps to understand the complexities and drive 
decisions; however, further research is needed 

– Caucasian populations have mainly basal-like cancers, but 
capecitabine is not efficacious in this setting, while it is 
efficacious in non–basal-like cancers (mainly in the Asian 
population)

– In androgen receptor-expressing TNBC, subtyping is used 
less in the treatment decision

– Chemotherapy may not be efficacious in Ki67-low TNBC
– About 30%–35% of TNBC is HER2-low

PARPi in TNBC

> The OlympiAD and EMBRACA trials showed a significant PFS 
advantage for olaparib and talazoparib

– Olaparib showed no difference in OS in the overall 
population and in pretreated patients, but showed OS 
improvement in patients who did not receive prior 
chemotherapy

– No difference in OS was observed between arms in the 
EMBRACA trial with talazoparib, possibly due to high 
crossover and that olaparib became available upon 
approval

– PARPi showed modest activity in platinum-resistant 
disease. Talazoparib showed some activity in patients 
whose disease did not progress on carboplatin

> In the BROCADE3 trial, veliparib plus platinum-based 
chemotherapy, followed by veliparib maintenance (carboplatin-
paclitaxel) for patients with gBRCA1/2-mutated HER2– mBC, 
showed that maintenance with veliparib is effective, and that 
chemotherapy induction might not be needed

> The Olaparib Expanded trial showed that gPALB2 and somatic 
BRCA1/2-mutant patients benefit from olaparib



Current and Investigational Approaches in Metastatic Triple-
Negative Breast Cancer (2/4)
Presented by Hope Rugo, MD, FASCO

Immune checkpoint inhibitors

> Pembrolizumab added to chemotherapy showed survival 
advantage for patients with PD-L1 CPS ≥10 in the KEYNOTE-
355 trial 

> Atezolizumab added to nab-paclitaxel showed survival benefit in 
patients with PD-L1 IC+ disease in the IMpassion130 trial

– This trial did not show overall OS improvement, and 
IMpassion131, designed as a confirmatory trial, was 
negative and atezolizumab was withdrawn in the US for 
TNBC

> Assessment of PD-L1 positivity is heterogeneous among trials, 
and remains a challenge

> PARPi are under investigation in combination with immune 
checkpoint inhibitors as maintenance therapy, with the aim to 
activate the STING pathway to express Interferon type 1 and T-
cell infiltration

– In the DORA study, patients receive olaparib plus 
durvalumab

– In KEYLYNK-009, patients receive olaparib plus 
pembrolizumab

> In the BEGONIA basket trial, daratumumab is investigated in 
combination with ADCs (T-DXd and datopotamab deruxtecan)

ADCs in TNBC (1/2)

> Sacituzumab govitecan, an anti-TOPO2 ADC with irinotecan 
payload, showed survival benefit in the ASCENT trial, and is now 
approved in TNBC; further research is ongoing in earlier settings

– Saci-IO TNBC trial, in combination with pembrolizumab
– TBCRC 047 trial in combination with avelumab
– SASCIA trial in post-neoadjuvant treatment (in HR+ and 

TNBC)



Current and Investigational Approaches in Metastatic Triple-
Negative Breast Cancer (3/4)
Presented by Hope Rugo, MD, FASCO

ADCs in TNBC (2/2)

> In the DAISY trial, T-DXd showed impressive response rates in 
HER2-low patients, and T-DXd was active with acceptable 
response rates (30%) in HER2-zero patients

> In the BEGONIA basket trial, preliminary results showed 
impressive tumor shrinkage with daratumumab plus T-DXd, 
including HER2-low patients

> Datopotamab deruxtecan is a novel anti-TROP2 ADC with DAR 
4, also using deruxtecan as payload. It shows impressive 
antitumor activity in TNBC

> U3-1402, a HER3-targeted ADC, has some potential in HER3-
high TNBC

> Ladiratuzumab vedotin, an LIV-1–targeting ADC, is under 
development; however, neuropathy associated with vedotin 
seems to be a challenge

AKTi and novel CDK4/6i in TNBC

> TNBC has alterations in PIK3CA/AKT1/PTEN pathway and 
clinical trials are ongoing with AKT inhibitors in TNBC for patients 
with PIK3CA alterations

– Ipatasertib in the LOTUS trial initially showed PFS benefit, 
but follow-up data in the IPATunity130 showed no PFS 
improvement

– Capivasertib in the PAKT trial showed PFS benefit, and the 
all-comers CAPItello-290 study is ongoing with capivasertib

> Trilaciclib, a novel CDK4/6i, seems to reduce neutropenia when 
applied before gemcitabine and carboplatin, regardless of PD-L1 
status

> PRESERVE 2 study is ongoing in the first and second line with 
gemcitabine plus carboplatin ± trilaciclib in PD-(L)1–pretreated 
patients



Current and Investigational Approaches in Metastatic Triple-
Negative Breast Cancer (4/4)
Presented by Hope Rugo, MD, FASCO

AR as target in TNBC

> Androgen receptor-targeted therapies are under investigation in 
TNBC

> There is no standard AR IHC testing, nor predictive biomarkers 
available yet

The biomarker hunt

> A broad range of TNBC biomarkers are shown in the biomarker 
hunt that may help identify patients who would benefit from novel 
targeted approaches



Discussion: Current and Investigational Approaches in 
Metastatic Triple-Negative Breast Cancer (1/2)
PD-L1 testing, chemotherapies in mTNBC

PD-L1 testing and NGS are generally ordered for TNBC patients; streamlined testing is needed for 
identifying PD-L1+ patients
> PD-L1 testing is challenging, as there are different tests used that are not harmonized; some patients may 

be PD-L1– by SP142, and PD-L1+ by CPS
– There is very little PD-L1 or PD-1 expression by breast cancer cells; positive results relate to the 

immune cells, or circulating lymphocytes, so the results highly depend on the biopsy tissue. In liver, 
there is low infiltration and results tend to be negative. The primary tumor or the lymph nodes tend to 
show positive results

– The immune-effector synapsis seems to be a predictor of response to checkpoint inhibitors, while 
PD-L1 expression seems to be less accurate in estimating effect

> Experts order NGS to assess a wider range of mutations (such as germline PALB2 and somatic BRCA
mutations). This was more extensively discussed in another section

Curative efforts in early TNBC will make the metastatic setting more challenging, as most of the 
patients will receive carboplatin, taxane, and pembrolizumab in the early setting, and some patients 
will progress within a year after surgery
> For patients whose disease progressed on carboplatin plus taxane in early TNBC, some experts would 

give gemcitabine carboplatin in 1L, and others would use paclitaxel plus carboplatin
– In the TENACITY trial, nab-paclitaxel plus carboplatin showed longer PFS compared with 

gemcitabine plus carboplatin, and in KEYNOTE-355, gemcitabine plus carboplatin was not so 
effective with pembrolizumab

> If the patient’s disease progressed within 6 months, experts would use sacituzumab govitecan 

Dr Rugo:
Obviously, if we have pembro and 
PARPi, it’s easy. If you have AR+ 
disease, it’s easy. For the other 
patients, we are kind of stuck. 
And sometimes, I think we all do 
this, we give the gem-carbo every 
other week, you know, something 
that allows patients a little more 
time off.

“
“



Discussion: Current and Investigational Approaches in 
Metastatic Triple-Negative Breast Cancer (2/2)
Standard approaches in mTNBC

Chemotherapy with pembrolizumab followed by pembrolizumab maintenance is the standard 1L regimen for patients with PD-L1+ mTNBC
> Pembrolizumab is used first for patients with PD-L1+ disease, and PARPi is added after pembrolizumab for patients with PD-L1+/BRCA-

mutated cancers. There is interest in using pembrolizumab plus olaparib maintenance in BRCA1/2-mutated, PD-L1+ disease
> Experts are disappointed in the lack of efforts to optimize immune checkpoint inhibitors in TNBC. With the withdrawal of atezolizumab from 

the market, pembrolizumab is the only checkpoint inhibitor available in this setting

For patients with BRCA1/2-mutated, PD-L1– mTNBC, olaparib is SOC
> Olaparib is used in the 1L setting for PD-L1– patients if they are not platinum resistant
> Germline PALB2 and somatic BRCA1/2 patients will also receive olaparib 
> There is further research ongoing to identify patients who would benefit from PARPi with non-BRCA mutations in DNA damage repair 

pathways, or on the basis of homologous recombination deficiency (HRD) status; however, not all experts check overall HRD status

Sacituzumab govitecan is the go-to drug in TNBC in later lines
> Sacituzumab is considered for PD-L1+ patients who received immunotherapy. For PD-L1+/BRCA+ patients, sacituzumab govitecan would 

be used after PARPi
> Dr O’Shaughnessy added that she tends to use sacituzumab govitecan as an effective non–cross-resistant drug for patients who finished the 

KEYNOTE-522 regimen and recurred quickly after adjuvant capecitabine
> Some experts were not impressed with PFS data on sacituzumab govitecan in TNBC

TNBC treatment remains an unmet need in later lines. Some patients may be very resistant to treatment with high mutational burden, 
even when they have somatic BRCA mutation, and a somatic HER2 mutation, and are just not responding to anything
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Therapeutic Horizons in HR+ Advanced Breast Cancer (1/3)
Presented by Komal L. Jhaveri, MD, FACP

Clinical pathway for treatment of HR+, HER2– mBC

> CDK4/6i in combination with ET is the standard first-line 
treatment both for pre- and postmenopausal women

> Beyond CDK4/6 inhibition, current treatment strategies 
strongly focus on the inhibition of the PI3K/mTOR 
pathway

Key data summary from CDK4/6i trials

> Each of the currently available CDK4/6i has been prospectively shown to 
improve PFS both in 1L and 2L

> Significant OS improvements have been shown with all three CDK4/6i in 
the 2L setting, while OS benefit in the frontline has, so far, been 
demonstrated only for ribociclib (MONALEESA-2 and MONALEESA-7)



Key data summary from PI3Ki trials

> Multiple studies targeting the PI3K/mTOR pathway have shown mPFS of 
~8–11 months in patients who were not previously exposed to CDK4/6i 
and mPFS of ~5–7 months following CDK4/6 inhibition

Therapeutic Horizons in HR+ Advanced Breast Cancer (2/3)
Presented by Komal L. Jhaveri, MD, FACP

Resistance mechanisms to CDK4/6i and/or ET

> Resistance to CDK4/6 inhibition and/or ET presents a 
major emerging consideration in clinical drug development

> Known mechanisms of endocrine resistance include loss 
or modification of ESR1 and ERBB2, as well as activation 
of the PI3K pathway

– ESR1 mutations are relatively common after AI 
treatment (~30% of the patient population), while 
they rarely exist in primary tumors (<1%)

> Acquired mechanisms of resistance to CDK4/6i are likely 
multifactorial, and research in this field is still evolving 



Therapeutic Horizons in HR+ Advanced Breast Cancer (3/3)
Presented by Komal L. Jhaveri, MD, FACP

Ongoing research

> Novel combinations with CDK4/6i are currently being studied in HR+, HER2– advanced disease
– Preclinical data suggest a synergistic effect of inhibiting CDK4/6 and the PI3K/mTOR pathway. Several studies are combining a CDK4/6i with everolimus or 

with novel PI3Ki such as inavolisib (NCT04191499)
– There is also a strong rationale for evaluating the combination of CDK4/6i with immunotherapy, as preclinical studies suggest that CDK4/6 inhibition induces 

tumor cell-cycle arrest and elicits an antitumor immune response. Preliminary results from several ongoing phase I and II trials (eg, NCT02778685, 
NCT03280563, NCT03294694) suggest clinical activity of such combinations, but seem associated with significant toxicities

> New oral agents targeting endocrine-related pathways either via the ER directly or via targets up- and/or downstream of estrogen signaling are the subject of 
intense clinical development

– Multiple novel oral SERDs with improved bioavailability and pharmacokinetics compared with fulvestrant appear to have reasonable safety profiles and 
promising activity against ER+ disease, particularly in the presence of ESR1 mutations

• Elacestrant is the first oral SERD to show a PFS benefit in a randomized global phase III study (EMERALD, NCT03778931)
– Other promising ER-targeting agents under investigation including next-generation SERMS (eg, lasofoxifene), PROTACs (eg, ARV-471), SERCAs (eg, H3B-

6545), and CERANs (eg, OP-1250)
> Other areas of research focus on the identification of novel drug targets

– Accumulating evidence has revealed CDK7 as a promising novel drug target in BC. Samuraciclib is the most advanced CDK7 inhibitor in clinical 
development. The FDA recently granted Fast Track designation to samuraciclib in combination with fulvestrant for CDK4/6i-resistant HR+, HER2– advanced 
BC and samuraciclib in combination with chemotherapy for the treatment of locally advanced or metastatic TNBC

– The androgen receptor presents a potential predictive or prognostic factor and novel drug target in the metastatic setting; however, additional research is 
required to elucidate its role and identify appropriate methods of detection to better select patients who may benefit from androgen receptor-related therapy

– AURKA presents another novel target with promise. Results from the TBCRC 041 trial (NCT02860000) showed that while addition of fulvestrant to the 
AURKA inhibitor alisertib did not improve ORR, notable clinical activity was observed with alisertib monotherapy in patients with endocrine- and CDK4/6-
resistant mBC

> Lastly, the success of ADC strategies in other cancer subtypes has led to efforts to expand their use into the HR+, HER2– setting, especially for patients receiving 
later-line therapy who need novel and more effective treatment options

– Encouraging results are emerging for the TROP2-directed ADCs sacituzumab govitecan and datopotamab deruxtecan



Discussion: Therapeutic Horizons in HR+ Advanced Breast 
Cancer (1/3)
CDK4/6 inhibitors

CDK4/6i plus ET are first-line SOC for most patients with HR+ metastatic disease
> AI is the preferred ET partner with CDK4/6i, as fulvestrant is generally reserved for later lines
> Single-agent ET in the first-line setting is usually only considered for a small proportion of 

patients. These include patients with limited disease burden, long disease-free interval, and/or 
very strong ER expression

– Upon disease progression, a CDK4/6i is added to ET in second line
The choice of CDK4/6i largely depends on considerations regarding adverse effects and 
personal experience with each drug. There are also arguments for differentiated usage on 
the basis of currently available OS and adjuvant data
> While the safety profiles of each CDK4/6i overlap, there are unique toxicities associated with 

each drug. Palbociclib is generally viewed as the CDK4/6i with the most tolerable and 
manageable toxicity profile, while the others are perceived to be slightly more challenging to 
manage due to the requirement of cardiac monitoring (ribociclib) or treatment-related GI 
toxicities (abemaciclib)

– In this context, experts noted that for their treatment decision, they will also strongly take 
into consideration patient-specific concerns related to AEs and their management (eg, 
fear of a particular side effect) 

> Personal experience and comfort level play another important role in the treatment decision-
making process; as first-in-class agent, palbociclib has an advantage over the other CDK4/6i

> While experts believe there are no major differences in terms of efficacy between the three 
CDK4/6i, they did note that the availability of OS data for ribociclib in first-line HR+, HER2–
mBC (MONALEESA-2 and MONALEESA-7) and adjuvant data for abemaciclib (monarchE) 
may erode the status of palbociclib as most widely used CDK4/6i in the community

Dr Jhaveri:
And of course, if there is a patient with baseline 
neutropenia, I’m thinking about abemaciclib more 
because it’s less neutropenia with that drug, say, 
compared to somebody who has inflammatory bowel 
disease; then I would not want to use abemaciclib.

“

“
Dr Pegram:
In the wake of the MONALEESA data I’ve 
grudgingly started using more ribociclib, just simply 
because level 1 evidence of an OS benefit from a 
randomized phase III trial is the Holy Grail in solid 
tumor, and consequently the best data we have. 
Now, I tend to present the other inhibitors in a 
balanced discussion with patients as well. [ . . . ] 
And I acknowledge to them that not all these trials 
were powered well enough to detect an OS benefit, 
even if one would truly exist.

“

“



Discussion: Therapeutic Horizons in HR+ Advanced Breast 
Cancer (2/3)
CDK4/6 inhibitors (cont.) 

The post-CDK4/6 space is heterogeneous, and treatment of patients who 
are refractory to CDK4/6i remains an unmet need
> Everolimus, a PI3K/mTOR pathway inhibitor, is indicated for 

postmenopausal women in the relapsed setting; however, clinical data are 
needed on its activity in CDK4/6-refractory patients, as this patient group 
was not included in earlier everolimus trials

> While the concept of continuing CDK4/6 inhibition beyond progression on 
CDK4/6 therapy is appealing, there are not data support this concept, to 
date

> Presence of ESR1 mutations is not yet a big driver for treatment decision-
making in the post-CDK4/6i space

Dr Sikov:
I guess the radical question about that is if you had a patient who 
recurred on an AI, and of course, our standard approach now would 
be to switch the patient to fulvestrant and add a CDK4/6 inhibitor, if 
you demonstrated that they didn’t have an ESR mutation, would it be 
worth considering just adding a CDK4/6 inhibitor and seeing what 
happens with that? I think we don’t have the answer to that question.

“

“
ADCs and AR-targeting agents

A high proportion of HR+ BC expresses AR, and there are multiple AR antagonists and agonists under investigation
> AR antagonists seem to be active in ET-naive patients
> There is some excitement around enobosarm, an AR agonist, as it showed activity in heavily ET-pretreated patients with high AR levels and 

ESR1 mutation
ADCs are becoming an important addition to the treatment landscape for HR+ BC
> Trop2-targeting ADCs show encouraging results and experts believe they have potential to be approved in the later-line setting



Discussion: Therapeutic Horizons in HR+ Advanced Breast 
Cancer (3/3)
ER-targeting agents including oral SERDs

Experts highlighted the importance of efficacious treatment for patients with ET-refractory disease. Novel treatments targeting ER, 
especially oral SERDs, may prove a major step to overcoming ET resistance in HR+ BC
> Experts like oral SERDs as a drug class, as they show encouraging activity in HR+ disease, particularly in the presence of ESR1 mutations, 

and provide a convenient alternative to the oftentimes for patients painful intramuscular fulvestrant injections. That said, experts noted that 
many oral SERDs studies are limited by their study design

– Many experts would support the approval and broader use of these agents even if they prove non-superior to their IV counterparts
– Cost will play an important deciding role on whether oral SERDs will be used in future treatment algorithms

> Experts are excited about the PFS results from the EMERALD trial and expect that on the basis of these results, elacestrant will be 
approved in the post-CDK4/6i setting

– They would like to see further subgroup analysis of the activity of fulvestrant vs elacestrant in fulvestrant-naive patient populations
Initial data from other ER-targeting agents (eg, SERMs, PROTACs, SERCAs, and CERANs) are promising, but more data are required 
before final conclusions can be drawn

Dr Burstein:
I think the oral SERDs as a class are showing encouraging activity; they clearly work. However, the studies to date 
have been incredibly uninformative. [ . . . ] I think we haven’t seen a clean study that really asks the right question, 
which in my mind is if in a fulvestrant-naive population, is this class of drugs, oral SERDs, better than the existing 
SERD fulvestrant, to show a clinically important benefit?

“ “
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Therapeutic Horizons in HR+ Early Breast Cancer (1/2) 
Presented by Harold Burstein, MD, PhD, FASCO

Neoadjuvant therapy: Chemotherapy vs ET

> Neoadjuvant chemotherapy confers the highest advantages in 
HER2+ BC and TNBC, while its role in HR+ is more controversial, 
due to lower rates of pCR and lower accuracy of pCR as predictor of 
long-term outcomes in this patient group

> Studies comparing ET vs chemotherapy in the neoadjuvant setting 
of HR+ disease suggest similar response rates with improved 
tolerability, making neoadjuvant ET a reasonable alternative 
compared with cytotoxic chemotherapy

– Data in premenopausal patients are limited, as most of these 
trials enrolled postmenopausal patients

> The optimum duration of neoadjuvant ET has not yet been established 
– In most early trials, therapy duration of neoadjuvant ET was 3 

to 4 months, while newer trials have explored extended 
treatment (>6 months). Overall, prolonging therapy duration 
resulted in increased tumor volume reduction and improved 
rates of breast conservation

> Recurrence score results based on the Oncotype DX Breast 
Recurrence Score assay have demonstrated predictive value for 
response to neoadjuvant ET in postmenopausal women with ER+ 
BC – lower recurrence scores represent greater sensitivity to 
neoadjuvant ET, and these patients are more likely to achieve 
breast conservation

Incorporation of genomic assays into HR+ BC

> The 21-gene Oncotype DX Recurrence Score is the most widely 
adopted genomic assay used to guide treatment, as it has been 
validated as a prognostic and predictive tool in several trials

– The 70-gene panel MammaPrint is another commonly used 
gene expression profile

Adjuvant therapy: When to use chemotherapy?

> While adjuvant ET is the mainstay of systemic treatment for early 
HR+ BC, some patients may benefit from adjuvant chemotherapy

> The landmark TAILORx trial showed that ET alone was noninferior 
to adjuvant chemotherapy plus ET in the overall population with a 
recurrence score of 11 to 25, suggesting that these patients can be 
spared cytotoxic chemotherapy

– However, an exploratory analysis of TAILORx demonstrated 
a chemotherapy benefit for premenopausal patients with a 
recurrence score of 16 to 25

> Similar results were seen in the RxPONDER and MINDACT trials, 
where the benefit of adjuvant chemotherapy appeared to be age 
dependent, as it was seen only in premenopausal women, while 
there was no significant benefit for postmenopausal women



Therapeutic Horizons in HR+ Early Breast Cancer (2/2) 
Presented by Harold Burstein, MD, PhD, FASCO

Adjuvant therapy: Optimal treatment duration of ET

> Traditionally, the standard treatment for adjuvant ET was 5 years, but multiple studies now suggest that patients with early-stage HR+ BC, 
particularly those with high risk (eg, node positive), benefit from extended duration of treatment

– The phase III SALSA trial (NCT00295620) demonstrated that extending the initial 5 years of adjuvant ET by 5 years provides no
benefit over a 2-year extension in postmenopausal women with HR+ BC

Adjuvant CDK4/6i

> The efficacy of adjuvant CDK4/6i in combination with standard ET for 
early-stage HR+, HER2– BC has been assessed in several clinical trials, 
including PALLAS, PENELOPE-B, and monarchE

– Long-term follow-up of the phase III monarchE trial (NCT03155997) 
demonstrated sustained clinical benefit with the addition of 
abemaciclib to standard adjuvant ET beyond 2 years; no survival 
benefit has been shown thus far. On the basis of results from the 
monarchE trial, abemaciclib was recently approved by the FDA for 
the adjuvant treatment of HR+, HER2– early BC

– In contrast, addition of palbociclib to adjuvant ET in the PALLAS and 
PENELOPE-B trials did not improve outcomes over adjuvant ET alone

– The phase III NATALEE trial, evaluating adjuvant ET with or without 
ribociclib in patients with HR+, HER2– early BC, is ongoing and 
should further help clarify the role of CDK4/6i in the adjuvant setting



Discussion: Therapeutic Horizons in HR+ Early Breast Cancer 
(1/2)
(Neo)adjuvant treatment for HR+ BC

ER+ BC is the most heterogeneous among all BC subtypes and requires a great deal of individualized decision-
making on the basis of anatomic staging and well-documented biomarker predictors of benefit
> Experts tend to decide on the individual patient level using recurrence score and biologic features of the tumor when 

choosing (neo)adjuvant treatment. That said, adjuvant chemotherapy is more readily used for patients with high-risk, 
node-positive disease, regardless of recurrence score

> Safety profile and tolerability are other clinical factors that weigh in the decision in the (neo)adjuvant setting, as 
treatments in the early stage of this disease are often used for years and thus may hugely impact patients’ QOL

Although the use of genomic tools for decision-making about extended ET is increasing among community 
physicians, experts noted that adjuvant ET is still suboptimally used in the community
> The Oncotype DX test is the most frequently used genomic assay, as guidelines clearly position it as the preferred 

test for both node-negative and node-positive HR+, HER2– early BC; some experts also use the MammaPrint test to 
estimate the risk of recurrence

> Experts do not fully agree with the latest ASCO guidelines for newly diagnosed ER+, HER2– BC; they think the 
Oncotype DX test should be offered also to premenopausal patients with N1 BC

Results from the RxPONDER and TAILORx trials have made a strong impact on defining which patients with HR+ 
BC can be spared adjuvant chemotherapy 
> The reason younger women with tumors that appear to be low risk on genomic scores benefit from adjuvant 

chemotherapy, whereas older women do not, is most likely chemotherapy-induced ovarian function suppression
Although there has been steady incremental progress with ET and the selective use of chemotherapy in the 
adjuvant setting, experts look forward to seeing new game-changer drugs arrive to the field
> SERDs and other novel targeted agents are under investigation in early-stage disease

Dr Burstein:
All the studies that look at 
things like 3 months of 
combining an endocrine 
treatment with a CDK4/6 
inhibitor and trying to 
measure response or 2 
weeks of therapy to look at 
changes in Ki67 are 
biologically fascinating and 
provocative, but the fact is 
the optimal use of these 
endocrine treatments as 
neoadjuvant therapy 
probably requires a lot 
longer if you’re really going 
to assess and begin to use 
this as a tool for drug 
development.

“
“



Discussion: Therapeutic Horizons in HR+ Early Breast Cancer 
(2/2)
Role of adjuvant CDK4/6 inhibition

While the positive results from the monarchE trial are encouraging, the conflicting results from other adjuvant CDK4/6i trials raise questions 
and necessitate further follow-up 
> Longer follow-up of the monarchE trial is needed to ensure that the observed DFS benefit is maintained over time and with discontinuation of 

abemaciclib
> Experts noted deep vein thrombosis and diarrhea as the most concerning adverse events associated with adjuvant abemaciclib

– Proper prophylaxis and management strategies will be crucial for physicians using abemaciclib in the community
The decision to give abemaciclib in the adjuvant setting is usually based on clinical criteria such as stage and perhaps tumor grade
> The Ki67 index does not play a huge role in the decision-making process to prescribe adjuvant abemaciclib, as Ki67 testing is currently not done 

routinely for early-stage BC
> At this time, experts consider adjuvant abemaciclib primarily for stage III or other high-risk patients who meet the entry criteria of the monarchE trial

– In BRCA-mutant patients, the use of adjuvant olaparib on the basis of data from the OLYMPIA trial is preferred over adjuvant abemaciclib

Dr Burstein:
Adjuvant abemaciclib is not an easy drug to take for 2 years. The GI side effects are substantial, and while there’s been a lot of work to mitigate 
that, this is not a trivial drug for a patient to add for a 2-year duration of therapy.“ “

Dr Rugo:
I think we are all desperate for something that will improve the outcome for patients who have high-risk, HR+ disease where we know we give 
all the perfect therapy, and most of them end up back in our clinics. I think that the big question here is going to be really interesting to see over 
time and maybe help us understand better, is what the impact is at 10 years.

“ “
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Old and New Targets in Breast Cancer (1/2)
Presented by Peter A. Kaufman, MD

Oral taxanes

> Development of cytotoxic agents remains important in the 
field of BC. There is a particular unmet need for oral 
chemotherapies with improved tolerability profiles

– The phase III CONTESSA trial (NCT03326674) 
demonstrated a statistically significant improvement 
in PFS for the addition of tesetaxel, an oral taxane, 
to a reduced dose of capecitabine vs the approved 
dose of capecitabine alone for patients with HR+, 
HER2– metastatic BC who have been previously 
treated with a taxane in the (neo)adjuvant setting. 
Nonetheless, clinical development of this agent was 
discontinued due to negative FDA feedback

– The oral formulation of paclitaxel in combination with 
encequidar, a highly specific and potent inhibitor of 
Pgp that increases the oral bioavailability of 
paclitaxel, showed superior tumor response rates 
compared with IV paclitaxel in a phase III trial in 
mBC; however, the regimen was not approved by 
the FDA because of toxicity concerns and 
uncertainties regarding the efficacy results

– Oral paclitaxel is also being investigated in the 
phase II OPTIMAL trial (NCT03315364)

Bispecific antibodies 

> Bispecific antibodies are novel modalities under investigation in heavily 
pretreated HER2+ mBC

– Reasonable activity has been shown with zenocutuzumab, a 
HER2×HER3 bispecific antibody, in combination with trastuzumab and 
vinorelbine, as well as with zanidatamab, a HER2×HER2 bispecific 
antibody, in combination with chemotherapy

Functionally activating HER2 mutations as therapeutic targets

> HER2 mutations in the absence of gene amplification or protein overexpression 
are a unique mechanisms of oncogenic addiction to HER2 signaling. They are 
relatively rare, occurring in ~2%–12% of solid tumors, depending on histology

> Neratinib, a pan-HER TKI, has demonstrated preclinical and clinical activity 
either as a single agent or in combination with fulvestrant in HER2-mutated, 
HER2–non-amplified mBC

> Updated results from the phase II SUMMIT trial (NCT01953926) indicate clinical 
activity of the combination of neratinib plus fulvestrant and trastuzumab in 
patients with heavily pretreated HR+ and HER2– or HER2-mutated breast 
cancer who had received prior CDK4/6i

– Despite prophylaxis with loperamide, ~90% of patients experienced 
diarrhea on the triplet, with ~45% having grade 3 to 4 diarrhea



Old and New Targets in Breast Cancer (2/2)
Presented by Peter A. Kaufman, MD

Vaccines

> Vaccines show promise, but remain in development
– Preliminary clinical efficacy is reasonable with OPT-822 

(Globo H-targeting vaccine) and nelipepimut-S (HER2 
extracellular domain-targeting vaccine). Further clinical 
development is warranted

ADCs 

> ADCs are changing the treatment of relapsed BC, and are 
also moving into the treatment of early-stage disease

– Patritumab deruxtecan, a new ADC targeting HER3, 
showed clinically meaningful antitumor activity in 
heavily pretreated patients with HER3+, HR+, HER2–
mBC regardless of whether patients had high or low 
levels of HER3 expression (NCT02980341); data 
warrant further exploration 

– Recently, 2 press releases were published announcing 
that the DESTINY-Breast04 trial (T-DXd vs physician’s 
choice; NCT03734029) as well as the TROPICS-02 trial 
(sacituzumab govitecan vs physician’s choice; 
NCT03901339) have met their primary endpoints. The 
full readout of both trials will be presented at ASCO 

– The phase II SHERBOC trial that investigated the 
addition of seribantumab to standard therapy in patients 
with HR+, HER2– BC and HRG overexpression was 
terminated early due to business decision



Discussion: Old and New Targets in Breast Cancer (1/2)

Ongoing developments

Data with oral taxane look interesting
> Experts hope for further development of oral taxanes, but noted potential toxicity concerns when combining these agents with other 

therapeutic modalities
Experts are enthusiastic about ADCs, which have already changed the treatment landscape of metastatic disease and are now also 
gaining traction in earlier settings
> With ADCs potentially moving into early-stage settings, it will be important to understand mechanisms of resistance to ADCs to optimally 

define sequencing and whether they can be used one after another
Results from the SUMMIT trial are intriguing and underscore the importance of targeted therapies for functionally activating HER2
mutations
> Data suggest that while somatic HER2 mutations lead to resistance to prior ET, they may retain sensitivity to neratinib, making the SUMMIT 

regimen a potential new therapeutic option for HR+ or TNBC patients who harbor HER2 mutations in the absence of HER2 amplification
> The rate of diarrhea with this triplet presents an issue. However, it was speculated that this is caused mainly by suboptimal compliance and 

monitoring during the COVID pandemic, rather than the triplet itself

Dr Pegram:
I think this [functionally activating HER2 mutations] is really shaking out very similar to the EGFR kinase mutation story in non-small cell lung 
cancer, where you see over and over again acquisitions of new mutations in the kinase, but there may be agents that still hit those. 

“ “
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DESTINY-Breast04 and TROPICS-2

Experts look forward to the detailed findings of DESTINY-
Breast04 and TROPICS-02 to be presented at ASCO 2022
> They are particularly impressed by the initial OS benefits 

announced with DESTINY-Breast04
More research is needed on the relationship of biomarker 
expression and activity of sacituzumab govitecan, as well 
as T-DXd
> Accumulating evidence indicates no strong connection 

between Trop2 expression and activity of sacituzumab 
govitecan – although greater efficacy is observed among 
patients with medium to high Trop2 expression, patients of 
all Trop2 expression subgroups seem to benefit from 
treatment with this agent

> Further research is also needed to better understand why 
T-DXd seems to have activity beyond tumors with obvious 
HER2 expression

– For this, the definition of the HER2-low population will 
need to be further clarified and diagnostic tools will 
need to be refined and improved to accurately and 
reproducibly measure low HER2 expression

Dr Kaufman:
Having an OS benefit at this point in time from DB-04 is pretty striking. 

Dr Kaufman:
There’s probably a fairly wide range of HER2 receptor at the protein 
level, even in IHC 0s and certainly 1+ as well, so I think that’s going to 
be a key issue moving forward, to better define these populations with 
proper biomarkers and proper assays.

“

“
Dr Sikov:
Reading the press releases, it looks like DB-04 makes trastuzumab 
deruxtecan more of a winner than the sacituzumab study would seem 
to be, and I base that in part on overall survival benefit and sort of the 
general tone of the corporate press release, but we’ll look forward to 
seeing the data at ASCO.

“

“
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Discussion: Future Directions in Breast Cancer Treatment 
(1/2)
Remaining gaps: (Neo)Adjuvant setting

Better diagnostic tools are needed in early-stage disease, especially in TNBC and high-risk HR+ tumors, to better identify and stratify patients 
for optimal therapy
> Experts are excited about the opportunities that genomic sequencing and genetic assays have opened for more-individualized treatment decision-

making, and look forward to the development of better second-generation multigene assays
> There is a substantial need for novel biomarkers in the (neo)adjuvant setting to better understand responses to cytotoxic chemotherapy vs endocrine 

therapy, but also immunotherapy (either alone or in combinations)
– Copy number variations play an important role in molding the genomes of BC and have been shown to be clinically useful for prognostic and 

therapeutic purposes. A better understanding of such variations may provide more granularity to the basic biology of BC and the probability of 
response to at least cytotoxic and endocrine therapies

– Factors predicting response to immune checkpoint inhibitors remain the Holy Grail of biomarker research. Highly multiplexed tissue imaging 
platforms such as CODEX and MIBI may be the path forward to identify such factors, as they enable >50 markers to be simultaneously 
analyzed in single cells on FFPE tissue sections

Some of the novel treatments identified in the metastatic setting could be validated in early-stage disease with the potential of improving 
patient outcomes in the (neo)adjuvant setting further

Dr Sikov:
I’m concerned that a lot of patients who are being treated by 
good community oncologists are getting a lot of unnecessary 
chemotherapy, especially a lot of unnecessary anthracyclines in 
the HER2+ and in the ER+, HER2– settings. I worry that the 
guidelines that just came out move us back towards more 
patients getting chemotherapy, as opposed to less.

“ “

Dr Gradishar:
It may improve a greater fraction of patients if we could utilize 
some of these therapies earlier than later, because again, in the 
late stage, even though we have hopes of curing patients 
someday, we’re not, so I think we really have to tailor our 
therapies for those with earlier-stage disease.

“ “



Discussion: Future Directions in Breast Cancer Treatment 
(2/2)
Remaining gaps: Metastatic setting

While there have been huge therapeutic advances in the metastatic setting, particularly in HER2+ BC, a high unmet need for better 
treatment options remains in later-line settings in general, and for TNBC and HR+ disease in particular
> Experts are enthusiastic about approved and novel ADCs, which are considered promising drugs both for the metastatic and early-stage 

setting
> While immunoactivation approaches seem to be important in BC, the complexity of immune checkpoint is not fully understood; further 

elucidation of the role of antigen-presenting cells and natural killer cells could help identify novel immunotherapies in the treatment of BC
> With multiple novel drugs approved and many more in development, there is a need to better understand treatment sequencing, and how to 

approach treatment-refractory disease
> The availability of oral drugs with well-tolerated safety profiles would present a radical improvement for patients’ QOL, because from their 

point of view, some of these newer drugs are still a lot like getting chemotherapy
– With regard to novel oral SERDs, many experts would support the approval and broader use of these agents even if they prove 

nonsuperior to their IV counterparts
> Lastly, there is an educational need in the community for better understanding of novel treatments in which experts should take an active role

Dr Rugo:
In clinical practice, community docs are so busy and they’re trying to see many patients, and as treatment becomes more and more complex, I 
think people have a lot of trouble managing toxicities and understanding sequencing and what to do. So, I think education programs where we 
talk about specific patients, where people learn about the drugs . . . these are really important. I was so interested in doing some of these web 
programs with Aptitude Health [eg, CASES]* where there are numbers of oncologists who treat breast cancer who’ve never used T-DXd, never 
used tucatinib or sacituzumab. So, this is something where I think we all play an important role in helping to improve efficacy and safety in our 
patients.

“ “

*CASES: Aptitude Health Community Access via Scientific Exchange Series. CASES programs are regional peer-to-peer educational and data-collection events where 
10–15 oncologists and hematologists from community practices along with leading scientific experts gather to discuss data on distinct clinical care patterns and market 
issues that drive treatment decisions. Insight reports are then developed to reflect these discussions that yield a wealth of information about community practices.
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