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Chairperson's Perspective: Redefining Treatment Across the Spectrum of HR+/HER2-Expressing Metastatic Breast Cancer

Announcer:
Welcome to CME on ReachMD. This activity, titled “Chairperson's Perspective: Redefining Treatment Across the Spectrum of
HR+/HER2-Expressing Metastatic Breast Cancer” is provided by AXIS Medical Education.

Prior to beginning the activity, please be sure to review the faculty and commercial support disclosure statements as well as the learning
objectives.

Dr. Tolaney:
My name is Sara Tolaney. I'm a breast medical oncologist at Dana-Farber Cancer Institute and Chief of our Breast Oncology program
here. Today I'll be reviewing ADC-directed therapies in metastatic hormone receptor-positive breast cancer. So, let’s begin.

So, when thinking about HER2 expression, we've seen our definitions of HER2 expression really evolve particularly over the past year,
and this has really changed the way we think about which patients can be eligible for HER2-directed therapies. Initially, we had thought
of HER2 being either positive or negative, and then we’ve evolved into classifying it as either HER2-positive, HER2-low, or negative.
And now, we’ve started to introduce this idea of HER2-ultralow. And so, in essence, the way that we have divided HER2 expression has
grouped patients into being what | call HER2-null, meaning having absolutely no HER2 expression on the cell surface, or HER2-
ultralow, which means you have 1 to 10% faint staining of HER2 on the cell, or HER2-low, which means you have HER2 IHC 1+ or 2+
staining and are not FISH amplified or HER2-positive where you're HER2 IHC 3+ or 2+ and FISH amplified. And so, you can see that
this has become far more complex and, in fact, really has evolved, and our pathologists are now trying to figure out how to read HER2
because HER2-ultralow was not something initially included in ASCO-CAP guidelines.

| think another challenge is that HER2 expression is not stable. So, for example, if you look at expression on a primary tumor, and you
compare expression to a metastatic tumor, you can see that they’re not always consistent. You can have a primary tumor that's HER2-
low and a metastatic recurrence that's HER2-0. You can have a primary tumor that's HER2-0 that becomes HER2-low, and so | think
this is a big challenge for us because it means that HER2 expression is constantly evolving over time, even in the metastatic setting. If
you were to biopsy patients over time, you can see sometimes it's low, sometimes it's 0, and can go back to low again, telling us that
this is a dynamic expression.

And so, when thinking about HER2 expression and what we really need to keep in mind regarding how we should think about this, | think
it's really key to realize that deciding on HER2 expression is not necessarily so clear, that we do need to realize that it is evolving. And
so, for example, if you had a patient who’s always not had any HER2 expression, you can re-biopsy them to see if they've acquired
some HER2 expression because it does change, and it can then make them eligible for HER2-directed therapy with T-DXd. So very
important to think about that if someone’s always been consistently HER2-0, to think about re-biopsying to see if they could be eligible.

The other challenge is trying to understand ultralow, which | think is going to have to be a discussion individually with pathologists. So,
at our institution, for example, we did have a discussion, and now our pathologists are starting to read cases as being either HER2-null,
HER2-ultralow, HER2-low, or HER2-positive. And so, this has, again, allowed us to understand which patients may be ultralow, but if
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your pathologist isn’t reading it that way, then you won'’t have that information. And so important to think about these discussions upfront
so that you can understand what information is accessible to you.

So next, we're going to move on to ADC efficacy in hormone receptor-positive breast cancer. And | think our understanding of how
HER2-directed ADCs [work] has dramatically evolved over the last few years, initially, we saw that T-DXd worked very well in cases of
patients who had metastatic HER2-positive breast cancer; this came initially from DESTINY-Breast01. And then, in DESTINY-Breast03,
we saw head-to-head T-DXd compared to T-DM1 in patients in the second- and third-line setting, and, in fact, saw really unprecedented
results where PFS with T-DXd was four times as long as it was with T-DM1. And it was also associated with the significant
improvement in overall survival.

And so, it really established T-DXd as the standard in metastatic HER2-positive disease. But we had never seen a HER2 ADC be
utilized outside of HER2-positive breast cancer. However, we had seen a signal in early phase work that T-DXd did seem to have
activity even in tumors that weren’t truly HER2-positive but just had a little bit of HER2 expression. And so, then we saw data evolve
from DESTINY-Breast04; this was a registration trial comparing T-DXd to treatment of physician’s choice chemotherapy in patients who
had tumors that were HER2-low, and the primary endpoint was focused on those patients who also had hormone receptor-positive
disease. There was a small subset of patients included who had triple-negative breast cancer that was also HER2-low, and the study
was designed for patients who had received one or two lines of chemotherapy in the metastatic setting. And the primary endpoint was
to compare the progression-free survival of T-DXd compared to treatment of physician’s choice chemotherapy in those patients with
hormone receptor-positive HER2-low breast cancer.

And we saw that T-DXd was associated with a significant improvement in progression-free survival, going from around 4 to almost 10
months. This was true both in the hormone receptor-positive population but also in the ITT population, which added in that triple-
negative subgroup of patients. It also resulted in a significant improvement in overall survival, again favoring T-DXd over standard
chemotherapy, where OS improved from about 17 months to 24 months in the hormone receptor-positive population with a hazard ratio
that was consistent with 0.64 and was also consistent in the ITT population with the same hazard ratio. So, really suggesting that T-DXd
was better both in terms of PFS and OS. This trial, however, was restricted to patients who had already received some chemotherapy
for metastatic disease and, again, was restricted to those patients who had HER2-low disease.

So, the question remained as, could we move T-DXd earlier? Could it be a drug for patients who had never seen any chemotherapy for
metastatic hormone receptor-positive breast cancer? And could it even work in patients who had just a teeny tiny bit of HER2
expression? So, those cases where patients had HER2-ultralow expression, again, 1 to 10% faint staining. And so, DESTINY-Breast06
looked to answer this question. It took patients who had progressed on endocrine therapy in the metastatic setting, either one or two
lines of endocrine treatment, but had not received any chemotherapy, and randomized them to get T-DXd or treatment of physician’s
choice chemotherapy. And the study was primarily designed to assess PFS in HER2-low disease, but also included an exploratory
group of 150 patients who had HER2-ultralow disease that were included in a secondary analysis with ITT.

And so, when you looked at PFS in a HER2-low group, you saw a significant improvement going from 8 to 13 months. So, really
suggesting that T-DXd’s outperforming either capecitabine or taxane-based therapy as a first chemotherapy in metastatic hormone
receptor-positive breast cancer.

When looking at the ultralow patients, again, remember this is a small subset, it's only about 150 patients, and it was an exploratory
endpoint, but you can see that the PFS looks really identical to the HER2-low population where, again, the PFS improved from about 8
to 13 months with a hazard ratio in this case that was around 0.8. The overall survival data is still immature, and while numerically there
is a trend towards T-DXd having a better OS, it is still not yet statistically significant with a hazard ratio of 0.83. So, these data from
DESTINY-Breast06 really established T-DXd as a first-line chemotherapy option for patients with hormone receptor-positive HER2-low
disease and potentially suggests also, this could be an option for those patients who have HER2-ultralow breast cancer as well.

We do, however, have other ADC options in addition to T-DXd for hormone receptor-positive breast cancer, and this includes
sacituzumab govitecan. Sacituzumab govitecan is a TROP2-directed antibody-drug conjugate, so not targeting HER2 and has a TOPO1
payload, which is SN-38. This drug was studied in a more pretreated group of patients. So, the TROPiICS-02 study looked at patients
who had 2 to 4 prior lines of chemotherapy for metastatic hormone receptor-positive disease and randomized them to get sacituzumab
or treatment of physician’s choice chemotherapy, and found that sacituzumab was associated with a significant improvement in both
progression-free survival as well as overall survival, with an OS hazard ratio of about 0.8.

And so, this really gives us another antibody-drug conjugate option for our patients with metastatic hormone receptor-positive breast
cancer. And so, in my mind, | typically will think about treating patients who have HER2-ultralow or low metastatic hormone receptor-
positive breast cancer with T-DXd either as their first chemotherapy based on the DESTINY-Breast06 results or as their second
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chemotherapy. And | make that decision about whether to use it first or second based on clinical characteristics.

And that does take into account understanding if they’ve had symptomatic disease, in which case maybe you want to turn to T-DXd
given the higher response rate. Someone who has extensive visceral involvement. Someone who maybe rapidly progressed through
upfront AI/CDK in less than 6 months. For someone who had rapid recurrence on adjuvant endocrine therapy and then blew through
their first lines of endocrine treatment quite quickly. Those are patients that | think have quite aggressive disease, and those are patients
for whom | would really think about T-DXd as the first chemotherapy option for that patient.

And so, again, just to put this into framework for all of our options for hormone receptor-positive disease, we do have T-DXd also as a
second-line option. Obviously, we saw that in DESTINY-Breast04, and we don’t yet know if it matters if you give T-DXd first or second
because we don’t yet have mature overall survival data from DESTINY-Breast 06. And there are going to be lots of patients who cross
over from the control arm in DB06 to get T-DXd. And so this could help us understand if it matters giving T-DXd earlier versus later. But
for now, again, | would prioritize it for people with more aggressive disease. And then remember sacituzumab govitecan could be used
subsequently to T-DXd, or if someone does not have any HER2 expression should be the first ADC that that patient receives based on
TROPICS-02.

Understanding how these ADCs work in sequence is going to take us more prospective data. There is a trial called TRADE-DXd, which
should be activating soon, which will be sequencing T-DXd and DATO-DXd, either one first, then the other, or vice versa, and this will
help us understand how these agents work one after the other.

So, while these ADCs have been highly effective, we do know that they can be associated with some toxicities that we do have to be
mindful of. T-DXd, for example, has been associated with a risk of interstitial lung disease that's about 10 to 15%, and we have even
seen a death rate of about 1% from ILD. And so, it's really important to make all patients aware of this potential risk upfront, so | do
warn patients that if they get any new upper respiratory-type symptoms, they need to inform me right away. And if so, | would obtain a
high-resolution chest CT to see if there are ground-glass changes that are present, suggestive of drug-induced ILD. You do need to rule
out infectious etiologies because certainly this could be other things and not necessarily related to T-DXd. But, if in the end you conclude
it is drug-related ILD, usually that means that if it's symptomatic you have to permanently discontinue T-DXd and treat with steroids.
Whereas if you just happen to get a scan for, let’s say, restaging purposes, and the patient had no symptoms, but you saw ground-glass
changes, that would be grade 1 ILD, in which case you would hold drug. | often do give steroids in that situation, though not mandatory,
and then reimage in 3 to 4 weeks, see if ground-glass changes have resolved. If so, then reinitiate therapy, and | usually reinitiate with a
dose modification, particularly if it's been longer than 4 weeks since onset of that ILD.

Sacituzumab, on the other hand, does have a high risk of neutropenia, and so it is important to carefully monitor neutrophil counts in
these patients. If someone does have neutropenia, we do hold the sacituzumab, and then, when improved, reinitiate therapy either with
a dose reduction or with utilization of growth factor.

There are some patients for whom you may think about prophylactic growth factor. For example, if someone had a required growth
factor with their prior therapy or has very low baseline counts, that may be someone you want to use upfront growth factor support. But
otherwise, they typically will use drug and only initiate growth factor as needed.

| did want to just conclude with a few key takeaways. So, | think the definition of HER2 expression in metastatic breast cancer has
clearly evolved, and now it’s really important to understand that we do need to know if someone has a little bit of HER2 expression.
Before, we didn’t really think about this if they weren’t HER2-positive, but now we’re going to even have to think about if they have
HER2-ultralow expression. Important to remember that HER2 expression is dynamic. And so, you can re-biopsy and sometimes find that
the patient actually has some expression, so do think about that over time.

And while we do have choices for ADCs now, with both T-DXd and sacituzumab, this is likely to going to get more complex as there will
be likely more ADCs that come into this space, such as datopotamab deruxtecan, in which case sequencing will get even more
complicated. And so, | think we really do need better prospective studies to help us understand how to optimally sequence these agents.
And even, potentially more critically, how to manage toxicities is really very important for our patients, particularly with ILD risk for T-
DXd. Really critical to be monitoring this carefully and to never re-expose someone who'’s had symptomatic ILD to T-DXd, again, given
the potential risks that can associated with this.

With that, we will conclude today’s activity, so thank you so much for your participation.

Announcer:
You have been listening to CME on ReachMD. This activity is provided by AXIS Medical Education. To receive your free CME credit, or
to download this activity, go to ReachMD.com/CME. Thank you for listening.
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