

	



Podcast Moderator:	Welcome back to our series, Emerging Data and Trends in HR-Positive/HER2-Negative Breast Cancer. This is episode 5 of a 6-part series. Joining me once again are Dr. Seth Wander from the Massachusetts General Hospital in Boston and Dr. Neil Iyengar from the Winship Cancer Institute of Emory University. My guests, both medical oncologists, have been sharing their expertise in breast cancer research and patient care.
	It's great to be back with you both. Thank you so much for joining us again.
Neil Iyengar, MD:	Thank you for having us.
Podcast Moderator:	Well, welcome to episode 5. Today we're going to talk about the TACTIVE-N trial, which looks at neoadjuvant vepdegestrant, an ER-positive, HER2-negative localized breast cancer. And if I understand correctly, this is a PROTAC agent where we've seen data in the metastatic setting. We're now moving into the perioperative setting.
	Dr. Wander, it would be great if you could provide an overview of this agent for our audience and then take us through the trial. 
Seth Wander, MD:	Great. Thank you. Again, a pleasure to be with everybody today, and thanks, Neil, for joining me on this.
	Let me start by talking a little bit about what drug we're looking at here. This is a really exciting molecule called vepdegestrant. This is the first PROTAC that we've looked at in breast cancer. PROTAC is a proteolysis-targeting chimera. This is a very interesting molecule that binds to its target, in this case the estrogen receptor, and it recruits the ubiquitin ligase machinery of the cancer cell. That ubiquitin ligase, when it comes close to the estrogen receptor, then puts a bunch of tags onto the estrogen receptor, which helps the cancer cell target the protein for destruction or degradation.
	When you look at this molecule in laboratory models before it went into clinical development, you could see that this was a highly efficient degrader, that it was doing a better job of getting rid of the mutant protein in laboratory preclinical and translational models than many other drugs that we've seen in the past. And so this molecule moved into phase 1 through 3 clinical trials, the TACTIVE-N trial.
	So this is an interesting phase 2, open-label, non-comparative study looking at the activity of vepdegestrant in comparison with the aromatase inhibitor, anastrozole as neoadjuvant therapy for postmenopausal patients with ER-positive, HER2-negative breast cancer that's amenable to surgical resection. They were randomized 2 to 1 to receive the PROTAC vepdegestrant or anastrozole for 5 to 6 months before surgical resection. This preoperative study included tumor tissue samples at screening, week 2, which is day 15 of cycle 1, and at surgery, which is in the midst of cycle 6. The primary endpoint was actually the percent change from baseline in Ki-67, which is a measure of cell proliferation and division. So, they were looking at the change, the primary endpoint in Ki-67 from baseline to cycle 1 day 15, 2 weeks later. There were a number of interesting secondary endpoints, including pathologic complete response rate, breast-conserving surgical rates, radiographic response, and safety. There were also exploratory endpoints looking at assessments of estrogen and progesterone receptor levels within the cancer cells based on immunohistochemical staining.
	So, at the time they presented this data, there were over 150 patients randomized, over 100 of which received vepdegestrant and 50 of which received anastrozole. The median age was around 66, and two-thirds of patients in both cohorts had tumors measuring more than 2 centimeters, and approximately 50% of these patients had baseline Ki-67 levels that were a little bit on the lower side, below 20%, not terribly surprising given that this is an ER-positive population amenable to surgical excision.
	There was a significant change in Ki-67 across both groups. There was a geometric mean change from baseline of minus 71.4% in the patients who received vepdegestrant, and a geometric mean change from baseline of 72.9% in the patients who received anastrozole when looking at the week 2 data. When you looked at the time of surgery, again, they were similar, but a slightly different trend where there was a slightly higher number with the vepdegestrant. The change there was 84.5% reduction in the patients receiving the PROTAC and 82.8% in the patients receiving anastrozole. They saw reduction in median expression of ER protein in over 76% of patients at week 2, and over 94% of patients at surgery in the vepdegestrant group, confirming really nice downregulation of the estrogen receptor. And what's also really interesting is they saw reduction in progesterone receptor expression in vepdegestrant by 100% at week 2 and at surgery.
	Now, not terribly surprising in this population, we saw a very low rate of pathologic complete response, 1% with vepdegestrant, 0% with anastrozole. The breast-conserving surgical rate and radiographic response was 70% in the vepdegestrant group and 54% in the anastrozole group. So again, maybe slightly favoring the vepdegestrant here, even despite the fact that the mean change from baseline in Ki-67 was relatively similar between the groups and between 80 to 85% 6 months at surgery.
	Treatment-related adverse events, there were very few treatment discontinuations in this cohort on each arm, and the most common treatment-related adverse events with the PROTAC included about 20 to 25% hot flashes, 19% asthenia, and 14% constipation.
	I think the future of this drug remains to be seen. In my opinion, these preoperative window studies are not so much going to dramatically impact care in the future, but they do tell us a lot about the biology of these drugs. It's my hope that this effort tells us a bit more about the biology and important biomarkers for future development of this agent, not just in the metastatic setting, but also in the early-stage setting, both preoperatively and postoperatively, where I think it's more likely to play a role looking at other data, for example, from the oral SERDs.
	So, Neil, I'm curious, what are your thoughts about not just vepdegestrant in general in terms of this study, but how we use these preoperative anti-estrogen studies to inform clinical development of these drugs and our understanding about the biological processes related to tumor growth?
Neil Iyengar, MD:	Thanks, Seth. That was a really great discussion, both in regards to the mechanism of vepdegestrant, as well as some of the important clinical trial data you mentioned in the metastatic setting, as well as in the neoadjuvant setting now with the TACTIVE-N trial.
	I want to comment about the mechanism because I think you did a really nice job laying out the unique mechanism of vepdegestrant. And I think in this current landscape of novel antiestrogen therapies, we are certainly very interested in agents that have unique or distinct mechanisms, particularly from a sequencing standpoint. Historically, we've really relied on the molecular therapy partner to introduce a new mechanism for disease control, and now we're fortunate to have multiple agents in the pipeline with distinct antiestrogen mechanisms that are potentially attractive for sequencing in the metastatic setting.
	What I think is particularly unique about vepdegestrant, as you mentioned, is it's degrader activity and the ability to work with intrinsic pathways within the body to degrade that estrogen receptor. What's also interesting is the iterative process whereby that degradation can happen multiple times. So I think that the pharmacokinetics of vepdegestrant are really interesting. Is it an issue where it's truly the ESR1 mutation that's differentiating the activity when compared to standard endocrine therapy, or does it have more so to do with the patient population and prior treatments that were received? So this is where I think the TACTIVE-N trial is really interesting. I think some of the differences in ER degradation or ER expression are really interesting, but what's particularly important here is the tolerability.
	I would actually like to see non-inferiority designs compared to standard endocrine therapy. We know that standard endocrine therapy is associated with multiple issues, AIs cause musculoskeletal pain, among several other adverse effects, osteopenia, osteoporosis, and can be really difficult for our patients to tolerate. So what's particularly motivating for me is the nature of the tolerance for vepdegestrant, a quality of life standpoint. This is likely to be a better agent than standard aromatase inhibition for our patients, and we'll need long-term follow-up data to understand what the effects are on bone density, on metabolic health. Since we're not completely shutting off the body's production of estrogen with a PROTAC approach, I would anticipate that the negative impact on metabolic health, long-term outcomes, as well as bone density and other overall survival issues, are less severe than aromatase inhibition.
	So when I put all of this together, the unique mechanism, the tolerability, quality of life, and then the impact on general well-being and overall health, I am very excited by vepdegestrant, the PROTACs and the novel SERDs because I suspect as a whole, this is likely to be a better treatment approach for our patients. Now, the challenge is, how do we show this in the way that we're designing our clinical trials? And ultimately, of course, the overall survival endpoint will address this concern, but of course, this requires large studies, long-term follow-up.
	This is an issue we've struggled with commonly, particularly in the early-stage setting for hormone receptor-positive disease, which is, what is the appropriate surrogate endpoint? And I think that the development of the novel SERDs and this PROTAC are now, for me, really highlighting the issues with some of our surrogate markers for long-term outcomes. When we use disease-specific markers and a traditional superiority design, we're really trying to isolate the effect of the novel therapeutic over the standard of care, which I think is important when we're talking about the metastatic setting and we're talking strictly about efficacy. But when you start to factor in all of these other considerations that I mentioned, I'm not so sure that the traditional designs are the most appropriate.
	And so I say all of this to say ultimately that I agree with the points that you made. I think the data are very interesting. Certainly the PROTAC mechanism of vepdegestrant is very interesting, but I think paramount is the tolerability and the overall effects of the drug. So I'm really looking forward to continued development investigation in this area of novel endocrine therapeutics for breast cancer.
Podcast Moderator:	Dr. Wander, any final thoughts, key takeaways, reflections you have based off of what we just heard from Dr. Iyengar?
Seth Wander, MD:	Well, thanks, Neil, for your thoughts and for discussing this really important topic with us.
	Again, in my opinion, I think these PROTAC drugs are extremely interesting. This is a totally different mechanism of how we target and degrade proteins, and the future of these drugs is not limited, for example, to the estrogen receptor. I think the TACTIVE-N study is a great example of how we can utilize tumor samples in the preoperative space to learn about the biology and activity of these drugs to help refine biomarker assessment and deployment and to help think about future opportunities to use this drug, both in early stage and in metastatic patients.
Podcast Moderator:	Thank you both for such an insightful discussion on this new and emerging PROTAC agent. I do want to encourage our listeners to tune into the final episode of our series. And in that episode, we'll be diving into the latest results from the OptiTROP-Breast02 trial. We hope you'll join us.
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