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AGENDA
Time Topic Speaker/Moderator

10.00 – 10.05 Welcome and Introductions
Nadia Harbeck, MD, PhD

Mohammad Jahanzeb, MD, FACP

10.05 – 10.15 Triple-Negative Breast Cancer Lisa Carey, MD

10.15 – 10.45 Discussion All

10.45 – 11.00 Immune-Based Therapies for MBC Peter Schmid, MD, PhD

11.00 – 11.30 Discussion All

11.30 – 11.45 BREAK All

11.45 – 12.00 CDK4/6 Inhibitors and Other Targeted Therapies for HR+ Breast Cancer Per Lønning, MD, PhD

12.00 – 12.30 Discussion All

12.30 – 12.40 Evolving Approaches for Early Stage and Metastatic HER2+ Breast Cancer Javier Cortes, MD, PhD

12.40 – 13.10 Discussion All

13.10 – 13.20 Cytotoxic Chemotherapy – Anything New on the Horizon? Alessandra Gennari, MD, PhD

13.20 – 13.40 Discussion All

13.40 – 13.55 Targeted Therapy for BC – PARP Inhibitors and Beyond Joyce O’Shaughnessy, MD

13.55 – 14.25 Discussion All

14.25 – 14.30 Conclusions and Wrap-Up Co-chairs
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BACKGROUND

> In September of 2019, Aptitude Health gathered together a group of clinical 

investigators with cross-functional expertise in breast cancer treatment to attend 

an expert panel meeting

> The goal of the expert panel was to discuss the latest translational and therapeutic 

developments in breast cancer pathogenesis and treatment, apply these advances 

to dynamic and oftentimes individualized clinical decision-making, and explore how 

emerging research will affect ongoing clinical trials, development of new 

compounds, and future treatment paradigms
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KEY HIGHLIGHTS: TRIPLE-NEGATIVE BREAST CANCER

> There is no consensus so far beyond first-line treatment approach for TNBC

> There is a high medical need for more drugs in this indication

> Sequencing of therapy is greatly dependent upon the location (US vs Europe, etc)

− With more options available for TNBC, sequencing needs high attention and more investigation

> New drugs are coming, but need more time and data to prove themselves appropriate for 

clinics

> PARP inhibitor data from both presented trials are positive, but there is no proof that one is 

better than the other

> AKT drugs show interesting results, but are not yet ready for RW clinics

> Immunotherapy is a very interesting direction for TNBC – to follow closely
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KEY HIGHLIGHTS: IMMUNE-BASED THERAPIES FOR MBC

> Experts are very enthusiastic about immunotherapy use. They are convinced that it works and 

not only in TNBC; other groups of patients have to be considered and further investigated, eg, 

HER2+, ER+

> They are eager to look at different aspects, different combinations in various groups of patients

− Even negative trials should be brought to an appropriate end as there may be some hypothesis-

generating results

> Most experts are ready to use new combinations as soon as they are approved (eg, nab-

paclitaxel + atezolizumab in mBC)

> Experts think there is a need to conduct a follow-up trial for KATE2

> The right selection of patients for each therapy is key (eg, mono IO vs combination with other 

types of therapy) 

> Appropriate assays (eg, SP142) and the right cut-off should be used to better select therapy
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KEY HIGHLIGHTS: CDK4/6 INHIBITORS AND OTHER TARGETED 
THERAPIES FOR HR+ BREAST CANCER 

> All 3 CDK4/6 inhibitors are seen as almost the same by the experts (class-effect), with 

little deviations in some cases

− In the US, choice of the CDK4/6 inhibitor is in the oncologist’s hand, while in the EU it is more in 

the hands of the payor/pharmacist 

> The most important concern is the companion endocrine therapy

> RWE data are valuable to collect and evaluate, eg, ideas about sequencing and so forth

− Trial populations are not always the same, and the real-world evidence usually contains massive 

datasets, which is beyond what can be done in clinical trials

> In the sequencing, it is very hard to go for mono endocrine therapy after targeted agents

> For all the new targeted agents coming in, we need to test more and we have to define 

”deadly subsets” of patients and optimal ways to treat them
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KEY HIGHLIGHTS: EVOLVING APPROACHES FOR EARLY STAGE 
AND METASTATIC HER2+ BREAST CANCER

> T-DM1 in the adjuvant setting and pertuzumab in the neoadjuvant and adjuvant 

settings have clearly changed the way we are going to treat HER2+ patients in the 

future

> Several new exciting drugs are under investigation in HER2+ patients, including: 

margetuximab, where the data are very compelling; neratinib, which is already 

approved in the US, and based on the NALA data will have relatively quick uptake; 

and tucatinib, which has CNS penetration

> Brain metastases are different from other metastases sites and need special 

investigation from the standpoint of drug activity, as well as understanding its 

genomic landscape, etc
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KEY HIGHLIGHTS: CYTOTOXIC CHEMOTHERAPY – ANYTHING NEW 
ON THE HORIZON?

> Even though BC is not a chemo-sensitive disease, it clearly needs new 

chemotherapeutic drugs, as around 60%–70% of patients will receive it at some 

stage 

> The molecular landscape of mBC may be changing as a result of targeted agents 

that are administered upfront. This means that when we give chemotherapy, we 

might be in the presence of a different disease from when we were testing 

paclitaxel as first-line chemotherapy

> A very elegant way of doing chemotherapy is via an antibody drug conjugate 

platform (“dumb drugs in smart vehicles”)

> Chemo is here to stay, and we should look into specific populations, eg, to 

understand the HER2-low patient population
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KEY HIGHLIGHTS: TARGETED THERAPY FOR BC – PARP 
INHIBITORS AND BEYOND

> Veliparib/carboplatin/paclitaxel has become the new standard of care for BRCA1/2 

patients, either in first line, or if they are PD-L1 positive, in second line potentially 

> The data for venetoclax are interesting; it is a very promising drug because BCL-2 

is another readout from ER, as is cyclin D1

> In AI-resistant ER-positive patients, AKT is really beneficial regardless of whether 

you had a genomic change in the pathway or not

> Several new drugs in different pathways are under investigation, including NTRK 

inhibitors 

> BROCADE 3 is a practice-changing trial

> PARP inhibitors are interesting if a quick response is needed, and in the future we 

have to look at other PARP inhibitors as maintenance therapy
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KEY HIGHLIGHTS (1/3)

What are the current major gaps identified during the meeting?

> We need to identify lethal subsets to study novel therapies

− PIK3CA

− p53

− Mesenchymal subtypes

− Lack of pathologic complete response after neoadjuvant therapy 

> Patients with CNS mets

> No real option right now for TNBC beyond immunotherapy

> Androgen receptor manipulation

> Mechanisms of resistance
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KEY HIGHLIGHTS (2/3)

The following were deemed the most practice-changing information presented and 

discussed at the EPICS meeting

> BROCADE 3: A Phase 3 Randomized, Placebo-Controlled Trial of Carboplatin and Paclitaxel 

With or Without Veliparib (ABT-888) in HER2-Negative Metastatic or Locally Advanced 

Unresectable BRCA-Associated Breast Cancer

> KEYNOTE-522: Pembrolizumab (MK-3475) Plus Chemotherapy vs Placebo Plus 

Chemotherapy as Neoadjuvant Therapy and Pembrolizumab vs Placebo as Adjuvant Therapy in 

Participants With Triple Negative Breast Cancer (TNBC)

− It is exciting that this is the first anti–PD-1 therapy to demonstrate a statistically 

significant improvement in pCR rates as neoadjuvant therapy for TNBC, regardless of 

PD-L1 status

> CDK4/6 inhibitors 

− They have established a survival advantage; it was discussed that this is a class effect 
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KEY HIGHLIGHTS (3/3)

> Which agents in the pipeline are the most exciting?

− The following are agents that the panel was the most excited about

• Sacituzumab govitecan

• DS-8201

• AKT inhibitors

• Tesetaxel

• Xentuzumab

− In addition, it was also agreed that margetuximab and tucatinib will be valuable 

additions
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