Segment 2- Treating Metastatic Hormone-Sensitive Prostate Cancer

Dana Rathkopf, MD [00:00:00] So, metastatic hormone-sensitive prostate cancer is when
cancer cells escape outside of the prostate, which is where they originate, and they spread
to other parts of the body. And you can actually see them on an imaging study, whether it's
a conventional study like a CAT scan or a bone scan, or it's PSMA PET scan where you're
actually using a tracer to pick up PSMA in the tumor cells. And so, when a patient has
metastatic hormone-sensitive prostate cancer, and particularly when they're newly
diagnosed with metastatic hormone-sensitive prostate cancer, it can be very difficult
because it's a different stage of the disease.

When you have localized disease and the disease is confined to the prostate and the
surrounding area, that's often curable. But when the cancer's spread outside of the
prostate to distant parts of the body, it's no longer curable, it's very, very treatable. And as
Oliver mentioned, treatable for many years to come with a lot of reasons to be really
excited and hopeful and many, many modalities that we can use. But it does shift the focus
to controlling the disease as opposed to curing the disease.

Phillip Koo, MD [00:01:07] You know, a term that we hear often is de novo metastatic
disease, recurrent disease. We've also heard terms about like metachronous,
synchronous. Help demystify and simplify that for all of us today. What does that mean
and why is it significant?

Dana Rathkopf, MD [00:01:25] So when a patient is diagnosed with de novo metastatic
disease, that means that they're newly diagnosed. They've never heard that they've had
prostate cancer before. They're presenting for the first time. Maybe they had an elevated
PSA and that prompted a biopsy and imaging, and they can see that cancer's already
spread outside of the prostate. And typically, when a patient presents with de novo
metastatic prostate cancer or a new diagnosis of prostate cancer that they've never had
treatment for before and didn't know about before. That can portend a higher risk
prognosis. And we think of that kind of cancer as perhaps a little bit more aggressive.

The other type of prostate cancer that can happen is perhaps there's a person who had
prostate cancer many years ago and had hormones and radiation, or maybe they had
surgery and had the prostate cancer removed. And now years later, the PSA starts to rise
and that prompts additional imaging. And now you can see that there's prostate cancer in
different areas of the body. And that would not be de novo, because these patients already
had a prior history, a prior knowledge that they had prostate cancer, but it would be a
metachronous diagnosis or a diagnosis of a prostate cancer that now many years later has
shown up on imaging and needs to be addressed.

Phillip Koo, MD [00:02:39] Great, so patients are often managed by urologists up until a
certain point, and then the transition occurs. And oftentimes, a referral is made to radiation
oncology. So, Jason, you'll see these patients be referred to you with metastatic disease
and looking for options with radiation. Before you actually get into the radiation, what type
of testing are you looking at so you can make the best decisions?

Jason Efstathiou, MD, DPhil [00:03:05] Yeah, | think it's a great question. You know,
we're very heavily reliant on imaging studies and | think PET CTs and PSMA PET CT
scans really do help inform kind of the approach that we may take. You know these are
scans that sort of light up in areas where prostate cancer may have spread and that



information informs not only you know, how far has it spread to how many places, but their
location and therefore that might direct local treatments such as radiation to those spots.

Phillip Koo, MD [00:03:47] Oh, go ahead, Oliver.

Oliver Sartor, MD [00:03:48] Yeah, Phil, | was just going to mention very briefly, you
know, there are different types of PET scans. And sometimes there's a little confusion over
what type of PET scan ought to be obtained. So FDG-PET, fluorodeoxyglucose, is kind of
the traditional PET. But it's not really that useful in early-stage prostate cancer. Recurrent
prostate cancer we have older types of PET scans, like the choline PET or fluciclovine
PET, and they too are a little bit less sensitive. Today, when we talk about the PET, we
really are talking about PSMA PET, and there are three different FDA approved products, |
don't need to go into one by one on that, but PSMA PET is what's really been changing the
landscape, it's not the FDG PET, it's not the fluciclovine PET, at least today.

Phillip Koo, MD [00:04:36] | think that's a good point for all the listeners to remember is
make sure it's a PSMA PET, especially when we're dealing with metastatic hormone-
sensitive disease. So, Dana, let's turn over to you. Before we get into the imaging and talk
about radiation to certain lesions, what other testing are you looking at? You know, we
hear a lot about genetic testing and the importance of that, but it's confusing. So, sort of
break that down for us as well.

Dana Rathkopf, MD [00:05:01] Thanks, I'm so glad you asked that question, because |
think there is a lot of confusion. When we talk about maybe genomic testing or testing for
mutations or alterations associated with cancer, we can think about it in two different ways.
So, there are germline mutations, and those would be mutations that you're born with in
your own blood, in your DNA.

And then there's also mutations or alterations that can happen in the tumor. Those are not
necessarily alterations or mutations that you've had throughout your life that could be
specific just to the tumor. And so, when we do testing for patients that have metastatic
hormone sensitive prostate cancer, we like to test both. We want to make sure that we're
looking for germline mutations as well as mutations or alterations that might arise within
the tumor itself.

Phillip Koo, MD [00:05:50] And then there's often questions about, all right, for germline,
you can get a swab and get a test done. For somatic, or there's tissue versus blood, sort
of, can you clarify that for us as well?

Dana Rathkopf, MD [00:06:03] Sure. So, germline, again, is your own DNA. So, you can
just check saliva or your own blood. But for somatic, which means testing the tumor, you
need a way to sample that tumor tissue. And so, you can do a biopsy and actually look at
tumor tissue directly, or you can check blood for something called circulating tumor DNA,
which could be DNA that's shed from tumor cells into the bloodstream that you can pick up
and then test for alterations.

Phillip Koo, MD [00:06:31] If you had to pick one, which one would you pick in that
somatic setting? Not to put you on the spot, but | am putting you on this

Dana Rathkopf, MD [00:06:36] Not to put, but totally putting me on the spot. You know, |
would say that my biggest priority is just seeing that it's done. | think there's a number of
different reasons to do different tests at different times, but as long as it's been thought



about and the test has been sent, whether it's circulating tumor DNA or the tumor itself, |
think that's a really good start.

Phillip Koo, MD [00:06:57] So we're gonna shift gears and go back to the PSMA PET
discussion. So, you get a PSMA PET and you see lesions light up. Oliver talked about it
earlier, this concept of oligometastatic disease versus non oligometastatic. We've heard
terms like low volume versus high volume. Jason, why is that important?

Jason Efstathiou, MD, DPhil [00:07:18] Yeah, so again, PSMA PET CTs have been
really, sort of revolutionary in the management of prostate cancer. And so, we take that
information. And right now, we're talking about metastatic, right? Hormone sensitive
prostate cancer, and so that's prostate cancer that is spread beyond the prostate but still
responds to hormone therapy. And the great news is that this is an area where we've seen
tremendous progress in recent years. For a long time, treatment focused mainly on
lowering testosterone through androgen deprivation therapy or ADT. But now we know
that combining ADT with newer medications can help men live significantly longer and feel
better for longer.

And what's really exciting from a radiation oncology perspective, so again, I'm a radiation
on oncologist, is that we've learned that local treatment, for example, radiation to the
prostate itself, even when prostate cancer has gone beyond the prostate. Can also make a
difference, again, even when it's spread. So, there have been large clinical trials. One of
them is called STAMPEDE. There are others that have showed that for men with a lower
amount of metastatic disease, so that's that low volume or low burden metastatic disease,
treating the prostate with radiation actually can improve survival. And that has been a
major shift from the old way of thinking, when we didn't do prostate-directed treatment in
the setting of metastatic disease, whether it be low volume or high volume.

Most of the time, well, let me get a little bit into that definition of low volume and high
volume, you know, we're also learning that in some men with only a few spots of cancer
that has spread, that's what we call, and that's what Dr. Sartor referred to as
oligometastatic disease. The traditional definition of that has been five spots or less. But
that was based on what we call conventional imaging like CAT scans, MRIs, bone scans.
We haven't quite defined what is low volume metastatic disease when using PSMA PET
CT scans, which are much more sensitive and therefore might see more. So, it may
actually end up being that low volume, metastatic disease can be even more than five
areas of spread when seen on a PSMA PET-CT scan.

But so, this concept of oligometastatic disease, there's now data that not only treating the
prostate has benefit, but targeting radiation to those spots of spread can also help the
disease and control the disease. It can help delay the need for more drug therapy or the
time until further drug therapy is needed. And it may very well maintain quality of life. And
so, in short, radiation is no longer just about treating the prostate. It's part of a bigger, more
personalized plan. And in the case of radiation, there's a role to treat the prostate and to
treat spots of spread.

You know, really this means working hand-in-hand with urologists and medical
oncologists, just like this panel represents, to control the disease from all angles. Because
our goals are simple, but powerful. We want to help men live longer, live better, and
maintain their quality of life. And what I've just gone over has been an enormous amount
of research, much of it actually supported by the Prostate Cancer Foundation and



ultimately supported by the courage of patients and families who participated in these
studies, so it's been a very exciting few years.

Phillip Koo, MD [00:11:12] | think that was a great summary and it really just shows how
fast things change and how important it is for physicians and providers to stay up to date

and for patients to find those experts. Who would have thought treating the primary would
have that type of benefit, but now it's been proven.

So now we're going to go into sort of those patients who might need systemic therapy. So,
Dana, this is an exciting space right now. So many new therapies. What's your perspective
now on those patients who need systemic treatments that are affecting the whole body as

opposed to things that just target certain lesions?

Dana Rathkopf, MD [00:11:50] So, for patients with metastatic hormone sensitive prostate
cancer that we feel might benefit from systemic therapy, there are a lot of different options,
and | think that's really exciting but it's also really confusing. And when you go to different
doctors and get different opinions, you might hear different opinions because as you can
see here in the slide, there a lot of options which is great news, but it means that there can
be a lot of different opinions. And you know what | usually like to tell patients is that |
personally don't feel that there's any one right answer. | think there are a lot of really good
answers.

And the way we pick which treatment to use for a specific patient has a lot to do with that
specific patient. You know, you can look at large trials based on, you know, large groups of
data, but really when you have a patient in the office with you or you as a patient yourself,
you know you bring your own history to that and you bring you own experience, your own
comorbidities, all of this. And so, when making this decision, it really involves shared
decision-making with your provider and your doctors and your care team and your family
members to select what's best.

But all of that to be said in general, the slide that you just showed nicely outlined that
there's hormone therapy alone, there's doublet therapy where you can combine, as Oliver
referred to earlier today, what we call androgen deprivation therapy, which shuts off about
85% of the testosterone from the testicles. With an androgen receptor pathway inhibitor
that blocks that last 15%. In general, there right now are two classes available. There's
androgen synthesis inhibitor that would be abiraterone, which actually blocks the enzyme
that makes testosterone. And then there are several AR antagonists which actually bind to
the androgen-receptor and prevent testosterone from getting to the cancer cells. And
those drugs are called enzalutamide, apalutamide, and darolutamide.

We've also started to look at combining chemotherapy with androgen deprivation therapy
and androgen receptor pathway inhibitors, and that seems to be most effective in patients
with high-volume disease or high-risk disease. We talked a little bit earlier about de novo
metastatic disease. A lot of the studies looking at adding chemotherapy to a doublet
therapy of ADT and an ARPI are focused on those patients that have the highest risk and
therefore might have the highest benefit from using chemotherapy.

But it's not one size fits all and | really like to underscore that for my patients in clinic,
which is we, you know, | think there are a lot of really good answers for patients in terms of
choosing which treatment to use, and we really have to try to tailor it to the individual
patient. And I'll say one more thing about that, which is we're learning more and more how
to tailor those treatments. Earlier, Oliver mentioned age, comorbidities, all of this, but



there's also genomic testing. We just talked about; there may be mutations in your own
DNA or mutations in the cancer itself or alterations in the cancer that might help guide us
to what the best treatment option will be. And really, it's not just the future, it's the present.
It's already arrived and it's really exciting to be able to personalize therapy for patients in
need and try not to undertreat, but also very importantly, not overtreat our patients with
metastatic disease.

Phillip Koo, MD [00:15:21] You brought up a great topic and Dana and Oliver both of you
probably Jason as well all of you probably get a lot of referrals for second opinions. Maybe
Oliver can you talk to the group about your thoughts on the importance of second opinions
and how to approach that when you know the recommendations might be a little different.

Oliver Sartor, MD [00:15:43] Yeah, it's a great question. And yes, in fact, we do get a lot
of second opinions. | just recently had a relatively young man come in and the question
was, do | get chemotherapy or not? I've been recommended. Sometimes there is
additional testing that can help clarify the situation. So, Dana had mentioned the genomic
testing, but there's also something called the transcriptomics. It's a relatively new data set
with a test called Decipher published out of the UK with a large STAMPEDE group that
has already come up a couple of times. And those people with a particularly high Decipher
score seem to benefit from the chemotherapy much more than those who did not have a
high Decipher. So, in this case, what | did was order Decipher for the patient, turned out
that he was very high, and | did recommend chemotherapy, agreed with the referring
physician.

How do you manage differences? That can be pretty tricky. And one of the things that
happens sort of in my own practice is | try to look at the patient independent of the
previous recommendation. | want the patient to get the benefit of my thought and how |
would approach without necessarily being influenced by what came before. Sometimes
there can be a discrepancy, sometimes it's really easy to resolve by picking up the phone
and having a little discussion, and sometimes there might be additional information that
was present when | saw the patient. Which occurred often after the initial physician was
present. You know, maybe there's a PSMA PET scan. Maybe there was additional
genomic testing that came in. So sometimes differences of opinion are not necessarily
about one person saying one thing and another person saying another. It's just a
differential information that might be available.

| like second opinions. If you're told that the same course of action is being recommended,
| think that's very reassuring. If, in fact, the recommendation might be different than what
you initially received, then it's a good time to pause and ask why. Why are these
differences apparent now? Is it just differences in testing or something more? In the end,
the patients should, in my opinion, feel empowered to make the decision that's best for
them. And in part, that depends on the communication skills and the data supporting the
individual recommendations. | try to give individual patients the clinical trials that are
applicable for them.

| mentioned a little bit earlier the oligometastatic patient, metastasis directed therapy,
radiation. You know, that's something that we weren't doing a couple of years ago, but it
sure is something we're doing now. Probably enough said, other perspectives, I'm sure,
can be coming in. | mean, Dana sees a ton of patients for second opinion, Jason does. |
don't know, Dana, how do you handle that? Because it's not always easy when you have a
discrepancy between your recommendation and that potentially of a referring physician.



Dana Rathkopf, MD [00:18:36] | mean, so | don't see it necessarily as a discrepancy. |
just see it as looking at the data in a different way, which is kind of a different, you know,
usually we've shared patients, Oliver, right? Where we might think a little differently about
something looking at the same data set just because we're considering it from a different
angle, you know? And so, | think that a lot of this has to do with the patient themselves.
That's why, and again, you just sort of alluded to that as well. Meeting a patient, talking to
a patient. You learn a lot from patients and what their needs are, and because there are so
many good answers, | think | always take that into consideration when I'm making a final
decision.

But | appreciate second opinions. Sometimes I'm a third or fourth opinion and I'm quick to
pick up the phone. | don't wanna miss anything, of course. And | just think there's a lot of
different ways, cancer's complicated and there's lot of different ways to look at it. And so,
our job is to demystify it a little bit, which is why this is so helpful. Thank you for doing this
PCF. And to think about it from our perspective, from the patient's perspective, to share
data amongst each other. So, it's a journey, | think, to come to the right decision,
particularly in metastatic hormone-sensitive prostate cancer where you are new, perhaps
starting treatment for the first time. It's a big step and requires a lot of thought.

Phillip Koo, MD [00:19:58] Yeah, absolutely. So, we're gonna shift over to the Q&A, and |
just wanna thank everyone for submitting their questions. Obviously, we can't answer
every question, but we do look at them, and we'll ask certain ones as appropriate.

So, Jason, this question's for you. When you talk about radiation in this sort of spot
welding, spot therapy, what type of radiation are you talking about? And if we sort of
expand that question, how active should patients be, with regards to figuring out what the
protocols are, what is the type of radiation being used, because that gets into a whole
other level of complexity, but it makes a difference. So, what recommendations do you
have for patients?

Jason Efstathiou, MD, DPhil [00:20:36] Yeah, you know, usually when we're treating
what's called metastasis-directed therapy, so we're treating the areas where prostate
cancer has spread to, we're often using a technology called stereotactic body radiation
therapy, which allows for precision delivery of high doses of radiation in a few treatments.
Often those treatments are five treatments or less. So, it can be relatively convenient. It's
not necessarily a multi-week long course of radiation.

And | think it's worth talking to the folks that you meet with, the radiation oncologist, as to
what technology are they using, how many treatments are they planning, et cetera. | think
that we're seeing this type of practice really disseminate broadly. And so, | think this is a
type of treatment that can be obtained in many, many areas. And that goes back to the
question of the second opinions and if there's discrepant sort of recommendations.

At the end of the day, this panel here on this wonderful PCF-hosted event is a panel of
experts. But we are always learning, and the data is evolving incredibly rapidly. And there
are multiple ongoing trials that change practice. And it's not uncommon you get a whole
bunch of experts in a room that they can't find consensus on absolutely everything. There
are reasonable ways to approach the same problem that may be slightly different but have
the same goals in mind. And | think that's worth remembering and | think us as providers
and physicians guiding patients, we need to remain, sort of, aware of that as well.



But yeah, | think in general it's SBRT is the technology that's being used for metastasis-
directed therapy and having the physicians you meet with talk about the technologies
they're using is a very appropriate question.

Phillip Koo, MD [00:22:59] So Dana, I'm gonna ask you a question about genetic testing.
So roughly what percent of patients who get germline or somatic testing will have
something that should, that is actionable, that will guide their care. And if you have
something, does it mean you should automatically go to like a PARP or something or
what's sort of going through your mind when you get that testing result?

Dana Rathkopf, MD [00:23:25] So let me start with the first part of that. So, for germline
testing, when you're testing your own DNA, something that's inheritable perhaps through
your family, | would say probably about somewhere around 10% of men who get tested
with metastatic hormone-sensitive prostate cancer have, for example, DNA damage repair
mutations. And those would be, | think the most common one that we hear of is called
BRCA mutation.

And there are a class of drugs that target BRCA mutations called PARP inhibitors. For
metastatic hormone-sensitive prostate cancer, there was recently a trial that showed that
there was a benefit of adding a PARP inhibitor to abiraterone. But that benefit was for
radiographic progression-free survival. It hasn't yet shown overall survival. And so, for
metastatic hormone-sensitive prostate cancer, | think it's something to consider, but it's not
yet accepted as the standard of care.

The other alterations that we might look at, for example, in the tumor itself, many of those
mutations can, or alterations can change over time. And so, as you develop more
advanced disease, you may find that you have more AR [androgen receptor] mutations as
cancer becomes more resistant. But early in the disease, right now for prostate cancer, the
findings that we see in the tumor can give us an idea of how the cancer might behave but
doesn't yet specifically guide a treatment modality. Although | think that that's going to
change very quickly over the next couple of years.

Phillip Koo, MD [00:25:07] Yeah, | think that's a great point. Oh, go ahead, Oliver.

Oliver Sartor, MD [00:25:08] Yeah. You know, one of the things that Dana mentioned |
think that's really important is, you know, the germline testing, which is the DNA you're
born with, is inherited from your parents and can be shared with your siblings and children.
So, if you do find an alteration in the germline, and BRCA is a good example of that, then
the cascade testing that should occur in the family is really, really, really important.

| still remember one of the cases | found particularly impactful that the gentleman who |
was treating had advanced prostate cancer and | did his germline test, and he had a
BRCAZ2 mutation. It turned out he had daughter. And the daughter was in her 40s and we
brought the daughter in to have the germline testing, and she too had the BRCA mutation.
She had not really paid much attention to the risk of breast cancer, but went in, and they
found an early-stage breast cancer on that evaluation, triggered by the germline testing.
And that made a huge difference for her eventual outcome.

So, the bottom line is, testing the family is part of what should be done, if in fact you find
germline alterations in the patient you're treating.



Phillip Koo, MD [00:26:25] So Jason, this question is for you. When you get radiation,
oftentimes, depending, sometimes you might be put on other drugs. There are studies now
investigating, perhaps, like a drug like Pluvicto with mets-directed [metastasis-directed]
therapy. A lot of things out there, if patients Google, could create a lot of confusion. What
recommendations do you have to sort of help manage that combination with radiation-type
treatment.

Jason Efstathiou, MD, DPhil [00:26:57] Yeah, | think it's an area that needs more data,
Phil, but | think what we're seeing is that radiation can be extremely well tolerated along
with different types of systemic therapy in general, especially when we're talking about
very focused radiation like the stereotactic body radiation therapy, the SBRT we were
talking about. Which ultimately is sort of highly precise, delivering very high doses of
radiation to a small target usually in very few treatments and doing so with minimal
damage to nearby healthy tissue. And so that type of treatment is generally well tolerated
with different types of drug therapies that are happening at the same time.

And | think that we're seeing data that drugs like Pluvicto, the one that you mentioned, can
be combined with radiation, like external beam radiation, safely. But this is an area of
emerging data. These sorts of trials are new and ongoing, many of them, and so | think
we're, in the near future, we’re going to be informed with more robust data to tell us, when
is there a benefit to do so, and how to do it, etc.



