Podcast Moderator:
Welcome to our series, Emerging Data and Trends in HR-Positive HER2-Negative Breast Cancer. This is episode 6 of a 6-part series. Today I'm pleased to have back Dr. Neil Iyengar, from the Winship Cancer Institute of Emory University and Dr. Seth Wander from the Massachusetts General Hospital in Boston. Both guests are medical oncologists specializing in breast cancer research and patient care.
Neil Iyengar, MD:
Hi, I am Neil Iyengar. I'm a breast medical oncologist and Co-Director of the Breast Medical Oncology program and Director of Cancer Survivorship Services at the Winship Cancer Institute of Emory University in Atlanta, Georgia.
Seth Wander, MD:
My name is Seth Wander and I'm a breast medical oncologist at the Massachusetts General Hospital in Boston. I'm the Director of Precision Medicine and the Director of Translational Research in the Breast Oncology program. And it's a pleasure to join you today to discuss these important and interesting topics.
Podcast Moderator:
Well guys, it's our final episode. Thank you so much for coming back 1 more time. I've really enjoyed these conversations.
Neil Iyengar, MD:
It's a pleasure to be here today and I'm delighted to have this discussion.
Podcast Moderator:
All right, final episode, and we are going to dive into the topic of antibody–drug conjugates within the space of breast cancer, and go through some recent findings from the OptiTROP-Breast02 trial. So Dr. Wander, could you begin by providing an overview of the trial sharing some of the key highlights? And then would love to hear your thoughts on where this fits in relation to the landscape of antibody–drug conjugates.
Seth Wander, MD:
Thanks for the opportunity. Let me start before we talk specifically about the OptiTROP-Breast02 trial by just zooming out for a moment. And speaking more broadly about antibody–drug conjugates, which have become an extremely important class of medications, not just for hormone receptor–positive, HER2-negative breast cancer, but now for all subtypes of breast cancer in both the metastatic and potentially early-stage setting. Now, we began to use these agents earlier in HER2-positive disease. And now we've seen deployment of a variety of first- and second-generation ADCs in hormone receptor–positive, HER2-negative breast cancer.
When we think about these drugs, remember ADCs really have 3 mechanistic components. There's an antibody which helps target the cancer cells. There's a payload which is in these cases, usually a cytotoxic chemotherapy agent, and then there's a chemical linker. And all of these can be modified, which can impact the amount of drug that is delivered both to the cancer cell itself as well as to surrounding cells.
So here we're looking at sacituzumab tirumotecan, or Sac-TMT, which is a novel trop 2 directed antibody–drug conjugate that has a proprietary chemical linker to a belotecan derived topoisomerase 1 inhibitor payload. So, we have prior phase 1 2 data with this agent showing promising antitumor activity in this patient population, hormone receptor–positive, HER2-negative metastatic breast cancer.
Here at ESMO 2025, we saw results from the randomized phase III OptiTROP-Breast 02 study, which enrolled patients with HR-positive/HER2-negative breast cancer, who had progressed on prior CDK4/6 inhibitor therapy and had received 1 to 4 prior lines of chemotherapy in the advanced or metastatic setting. So, these are pretty heavily pretreated patients. They're endocrine refractory with at least 1 prior line of cytotoxic chemotherapy. And this is not terribly dissimilar to earlier data.
Now for this study for OptiTROP-Breast02, patients were randomized 1 to 1 to receive Sac-TMT given at 5 milligrams per kilogram every 2 weeks, or physician's choice of chemotherapy, either eribulin, vinorelbine, capecitabine, or gemcitabine. Importantly here, the comparator was not another ADC. Like the prior studies in the metastatic setting, the comparator here was conventional cytotoxic chemotherapy. The primary endpoint was progression-free survival with typical secondary endpoints including overall survival, objective response rate, disease control rate, duration of response.
Here, they had just under 400 patients. The most commonly utilized chemotherapeutic agent was actually eribulin. Median age was about 54. And 54% of the Sac-TMT cohort had HER2-0 disease, over 96% had visceral metastatic disease, and more than half had received at least 2 prior lines of chemotherapy. That's in the intervention cohort. The numbers were similar in the control arm with investigators choice of chemotherapy. Again, 95% visceral disease, over 51% HER2-0, and 57% getting at least 2 prior lines of chemotherapy.
Now, the median follow-up at the time of this analysis was about 7 and a half months. And we saw significant improvement in the median progression-free survival in the Sac-TMT group versus chemo of investigators choice from 8.3 versus 4.1 months, which is a very impressive hazard ratio of 0.35 and a highly significant P-value. The 6-month PFS rate corresponded to this improved from 25.7% with chemotherapy up to almost 61.5% with Sac-TMT. And this was consistent across all predefined subgroups in this analysis. And this also interestingly occurred regardless of HER2 expression, whether the patients were HER2-0 or HER2 1 to 2 plus. There were also improvements in both disease control rate and overall response rate. In the Sac-TMT group, the disease control rate was 86% versus 68.3% with chemo, while the overall response rate was 41.5% versus 24.1% with chemotherapy.
Treatment-related adverse events did occur here, but I think globally the toxicity profile of this agent was manageable. There were decreases in neutrophil counts that occurred in both treatment arms greater than grade 3, 45% rate in the Sac-TMT group versus 52% with investigators choice chemotherapy. There was treatment discontinuation actually in 0% of patients on Sac-TMT group versus 0.5% in the chemotherapy group. So, very really nonexistent rates of discontinuation in both arms here. Grade 1 to 2 pneumonitis occurred at 1 to 2% in both treatment arms. Clinically, the side effect profile with every 2 week dosing here was quite manageable with cytopenias, particularly reduction in white blood cell counts and neutrophil counts as being most common.
I would just end by saying we have a lot to learn about which of the expanding arsenal of antibody–drug conjugates would be the best to deploy in any given particular clinical situation. So Neil, I'm curious, what are your thoughts about how Sac-TMT shapes up compared to our prior experience, for example, with sacituzumab or dato? And what are your thoughts in clinical practice about sequencing ADCs, not just specific to Sac-TMT, but to the class of drugs more broadly?
Neil Iyengar, MD:
Yeah, thanks, Seth. Again, that was such a nice deep dive into the trial design and the data that emerged for Sac-TMT. I think your general comments about antibody–drug conjugates are spot on. ADCs have really transformed the landscape by offering more efficacious therapy that is generally manageable in terms of the adverse effects. The adverse effect profiles of the various ADCs are all slightly different. The schedule of administration are also slightly different, and so it gives us the opportunity to have these discussions with our patients and engage in mutual decision-making with our patients so that we can select not only an efficacious agent, but an agent that's consistent with the patient's life, their wishes, and goals.
Now, I think Sac-TMT does look very promising in terms of the data that you just reviewed and it offers yet another potential treatment opportunity. But in this space of ADCs where we do have TROP2 directed ADCs that are already approved with topo1 payloads, what I'd really like to see are continued and further development of novel ADCs that at least have a different payload or even a different antibody target. We are seeing some exciting new developments in that direction.
From a clinical practice standpoint, we know that there is individual variation in terms of how patients respond. I think while we're awaiting some of that larger sequencing data, Sac-TMT will offer essentially another treatment option that allows us to individualize our treatment plans for that patient who's sitting in front of us in clinic.
Podcast Moderator:
Dr. Wander, any closing thoughts?
Seth Wander, MD:
Well, thanks Neil, for your great comments and insights regarding this increasingly complex area of ADC deployment for hormone receptor–positive, HER2-negative disease. I think it's great to see new agents moving along with slightly different chemical structures. In the future, we're going to see even more opportunities with new antibody targets and totally non-overlapping chemotherapy payloads. I also think we have a lot to learn about combining ADC agents with other classes of drugs. And you can imagine, as we see in triple-negative breast cancer, potential combinations with immune-directed agents, or even perhaps with other next-generation endocrine or targeted therapies.
So, this is going to be an increasingly complex field. We need to rely on our translational efforts and biomarker development efforts to help guide clinicians. And of course, we're going to continue to make patient-centric decisions about which ADCs to deploy in any given situation based upon the potential magnitude of benefit, the risk profile, patient preference, medical comorbidities, and the large variety of other factors that we've been discussing all throughout our sessions. So, thanks again to the team for the invitation to talk, not just about this topic, but all of the sessions we've done. And thanks, Neil, for your great input throughout.
Neil Iyengar, MD:
Seth, I totally agree. I would just add we're seeing bispecific antibodies that are involved in the ADC compound novel payloads, novel linkers as well. And I think what's exciting about antibody–drug conjugates is that it offers multiple opportunities for innovation. Now, a lot of this innovation is still in clinical development right now, but I think there's much more to come. And we'll start to be able to validate a lot of these hypotheses in terms of resistance mechanisms and which part of the ADC is the most important to modulate in terms of generating a treatment response. And then ultimately how this impacts resistance and impact sequencing. And I think we're going to continue to see that transformation with even newer ADCs coming down the pipeline, expanding the efficacy.
I had a wonderful conversation. And I think we look forward to continuing this discussion as further data develops. But this has been a very exciting time in breast cancer therapeutics. And this discussion is highly relevant, not only to our current clinical practice, but what to expect in the future. Thank you for listening.
Podcast Moderator:
Really interesting discussion, guys. It sounds like there's a lot of room for differentiation amongst antibody–drug conjugates within the space of breast cancer. And with that, we've made it to the end of our episode and to the end of our series. So I'd like to give a big thank you to my guests, Dr. Seth Wander and Dr. Neil Iyengar for joining us today and throughout the entire podcast series. You guys have been great helping our listeners gain valuable insights into emerging data and trends in HR-positive/HER2-negative breast cancer. I've learned so much. I'm sure our listeners have as well. And until we meet again

