	



Podcast Host:
Welcome to our series, Emerging Data and Trends in HR-Positive, HER2-Negative Breast Cancer. This is episode 1 of a 6-part series, and today we'll be discussing long-term analysis of CDK4/6 inhibitors in early breast cancer. Today I have with me 2 expert medical oncologists in breast cancer research and care, Dr. Neil Iyengar from the Winship Cancer Institute of Emory University, and Dr. Seth Wander from the Massachusetts General Hospital in Boston. Thank you so much for being here today.
Neil Iyengar, MD:
Hi, I'm 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. It's a pleasure to be here today, and I'm delighted to have this discussion with all of my colleagues here today.
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 Host:
So we have some exciting things to dive into, so let's get started. Dr. Iyengar, I'm going to have you start us off. Can you provide an overview of the role of CDK4/6 inhibitors in the treatment of early-stage HR-positive/HER2-negative breast cancer?
Neil Iyengar, MD:
Absolutely. So we now have 2 FDA-approved CDK4/6 inhibitors for our patients with hormone receptor–positive/HER2-negative early-stage breast cancer. CDK4/6 inhibition when added to endocrine therapy substantially helps to reduce recurrence risk. And although the data are early, we are starting to see a signal that breast cancer-specific mortality and even overall survival is improved with the addition of CDK4/6 inhibition.
Podcast Host:
Thank you so much. And you did mention that there's some long-term data looking at the ability of CDK4/6 inhibitors to improve outcomes. Before we dive into that, it would be great if you could give us an overview of the study design of the monarchE trial, and some of the unique features of the patients that were enrolled in that trial.
Neil Iyengar, MD:
Absolutely. So monarchE was, of course, the phase 3 randomized control trial. This was an open-label trial that ultimately led to the FDA registration of abemaciclib in the adjuvant setting. Now, it is important that we take a look at the trial design and eligibility criteria because this really guides us in terms of which of our patients we offer this treatment strategy towards. So we know, of course, that this is hormone receptor–positive/HER2-negative high-risk early-stage breast cancer. And I'll get into the definitions of high-risk that were used for the trial, but I do want to point out here that patients had, of course, no evidence of metastatic disease, and patients could be up to a maximum of 16 months from their breast surgery to randomizations. But also important to note that patients had to be within 12 weeks of starting endocrine therapy. There were also 2 cohorts on the monarchE trial.
We'll really focus on the first cohort where 91% of patients were enrolled, and those were patients who were deemed to have high-risk disease, either based on, or predominantly based on, clinical pathologic features. So this could have been having 4 or more axillary lymph nodes involved; that would've automatically qualified a patient, or patients could have had 1 to 3 positive axillary lymph nodes if they also had grade 3 disease or a tumor size that was 5 centimeters or larger. Now, there was a second cohort, and in this cohort, it was essentially deemed high-risk disease based on Ki-67 score. So in this cohort, patients could have 1 to 3 positive axillary lymph nodes. They could have had a tumor size less than 5 centimeters or a grade less than 3, as long as the Ki-67 was 20% or greater. So we'll really focus on that cohort 1, which is high-risk based on anatomic and pathologic features.
Patients were then randomized in a 1-to-1 fashion, and it was over 5,000 patients that were randomized to receive endocrine-based therapy. And this was essentially either an aromatase inhibitor or tamoxifen per the treating physician's discretion, and this could have been with or without a GnRH agonist. This was the control arm. And the experimental arm was the combination of that endocrine therapy with abemaciclib dosed in the same way we use it in the metastatic setting, 150 milligrams twice a day on a continuous schedule. The other key part is that patients were on study treatment for 2 years. The follow-up period was 3 to 8 years, but that duration of CDK4/6 inhibition in the monarchE trial was 2 years. But these are really the key features to keep in mind, especially the risk stratification for patients that were included in monarchE.
Podcast Host:
So we actually saw at ESMO 2025 some of the anticipated results for the primary overall survival analysis of monarchE. Dr. Iyengar, could you summarize some of these findings and give some of your thoughts on their potential impact?
Neil Iyengar, MD:
So, monarchE met the primary efficacy endpoint, which was invasive disease-free survival. And we saw an updated analysis or updated results of the monarchE trial at ESMO this year, 2025, where we saw updated IDFS and also overall survival with a median follow-up time of 76 months. So the 7-year IDFS rate in the abemaciclib-containing arm was 77.4%. In the endocrine therapy-alone arm, it was 70.9%, and this was a significant difference favoring the abemaciclib arm with a hazard ratio of 0.734. In other words, this translated to an absolute improvement in terms of IDFS of 6.5% at 7 years favoring the abemaciclib arm. We also saw updated distant recurrence-free survival, and similarly, there was an absolute improvement of 5.1% at 7 years favoring the abemaciclib arm. Now, what I'm particularly excited about, is we are now starting to see more mature overall survival data. And again, at that 7-year mark, we saw 301 overall survival events in the abemaciclib-containing arm versus 360 overall survival events in the control arm, the endocrine therapy-alone arm.
And this was a significant difference, an absolute improvement in overall survival of 1.8% at 7 years, favoring the abemaciclib arm with a hazard ratio of 0.842. So again, we now see an overall survival benefit with the use of abemaciclib for our patients with high-risk early breast cancer. And this is the first overall survival data that we're seeing supporting the use of CDK4/6 inhibition, specifically abemaciclib for high-risk early-stage breast cancer.
Podcast Host:
Thank you so much. Actually, at ESMO, we saw 5-year results for the NATALEE trial as well. Dr. Wander, could you give us a little background on that trial before we dive into some of those long-term results?
Seth Wander, MD:
Thank you. A great pleasure to be with everybody, and I agree. That was a stellar overview from Neil about the updated data from monarchE. In the adjuvant high-risk setting, we also have data for adjuvant ribociclib in a similar but different patient population. So, the NATALEE trial is another very large over 5,100-patient study, prospective phase 3 randomized. The inclusion criteria were somewhat different compared to the nice overview we just heard from Neil about monarchE. Now, one way I like to think about this is that in the NATALEE trial, anybody who was eligible for monarchE would've also met criteria for NATALEE. However, there were some "lower-risk patients" that were allowed onto the NATALEE study. So, for example, patients with anatomic stage 2A disease who had N1 disease or N0 with grade 3 or N0 with grade 2 and 1 additional risk factor, including, for example, a high genomic risk score like oncotype, elevated Ki-67 above 20%.
In NATALEE, patients were randomized and they were allowed to have had up to 12 months of prior endocrine therapy. They received either non-steroidal aromatase inhibitor alone with appropriate ovarian suppression for patients who were premenopausal or non-steroidal aromatase inhibitor with ribociclib. Now, there are some important differences here. As Neil just mentioned in monarchE, there were 2 years given of abemaciclib. Here, there were 3 years given of ribociclib, and the starting dose here was 400 milligrams per day, 3 weeks on, 1 week off. Now, this is lower than the standard starting dose in the metastatic setting, which is 600 milligrams per day. Another important difference, in monarchE, patients were allowed to explore the combination of tamoxifen with abemaciclib, although here, tamoxifen was not an option due to drug–drug interactions and risk of EKG changes. So for the NATALEE trial, again, we had high-risk population, though there were some more lenient inclusion criteria. The primary endpoint was the same: invasive disease-free survival.
Podcast Host:
Excellent. So the 5-year analyses of the NATALEE trial were actually presented in the same session as the 7-year outcome results for monarchE. Could you give us an overview of what the study revealed?
Seth Wander, MD:
As we were just discussing, the NATALEE trial is not quite as far along in terms of follow-up as monarchE, but we did see the 5-year follow-up from ESMO 2025. Now here, we see a very similar pattern where we see early separation between the primary endpoint IDFS curves. And over time, if anything, that separation is expanding; it's actually getting better. So here at ESMO in 2025, after a median follow-up of over 55 months, we had a sustained and statistically significant IDFS benefit in the combination arm with ribociclib. Here, we saw an improvement from about 81% to 85.5%, which is an absolute improvement of 4.5%, and a hazard ratio of 0.72 that, again, was highly statistically significant. Importantly, this benefit is not limited just to the highest-risk patients, for example, the overlap with monarchE. Even in the patients with N0 disease who would not have been eligible for monarchE, we see significant benefit conveyed across these groups regardless of nodal status.
We also see the same trend in terms of distant recurrence-free survival. Now, on both monarchE and NATALEE, most of the recurrence events, though not all, most of the recurrence events are actually distant recurrence events. So, it seems like here we're actually preventing the outgrowth of micrometastatic distant disease. Now, when we think about trying to place these studies into context, it isn't simply a matter of the duration of follow-up, but also we want to think about the duration of follow-up when all patients were off-drug. So, to convince ourselves that we have a durable effect, that we're not just delaying the outgrowth of metastatic disease, I think it's helpful to visualize what's happening to these patients both biologically and clinically when we have long-term follow-up off treatment. As Neil mentioned, we now have a lot of follow-up for the patients on monarchE when all of the population has been off-drug.
Here, we're starting to see the same pattern, but because it was 3 years of drug on NATALEE versus 2 years of drug on monarchE, and because overall the amount of follow-up on NATALEE is not quite as long, we don't have the same amount of duration of follow-up of everybody being off-drug. But with that being said, we have similar patterns of benefit. We don't yet have mature overall survival data for NATALEE, though there is a trend favoring the combination arm. As of the ESMO 2025 update for survival with ribociclib plus aromatase inhibitor versus aromatase inhibitor alone, we had a hazard ratio of 0.80, and the confidence interval went from 0.64 right up to 1.00. So, we haven't yet reached statistical significance, although again, we need longer follow-up. There were fewer patients alive with metastatic disease in the combination arm versus the control arm, again, suggesting that we may be preventing metastatic outgrowth here. And again, there were no new safety signals identified with this longer period of follow-up on NATALEE.
Podcast Host:
Thank you so much for putting that into perspective. I'd actually like to open it up to both of you. Are there any other thoughts, key takeaways in terms of putting these long-term data into perspective and what it means for your practice and patients that you care for?
Seth Wander, MD:
Maybe I'll just start and then I'll turn it over to Neil. For me, I think it's great to have options. When we're trying to parse this data, I know it can be confusing, because inclusion criteria differs, the length of follow-up differs, the duration of treatment differs, but just like in the era where we saw data for 3 different aromatase inhibitors that ended up being very similar in the long term, for reasons that aren't entirely clear, some women do better on 1 aromatase inhibitor versus another. So having more options for these patients I think is beneficial. There are individual patients who may be better candidates for ribociclib or for abemaciclib for various reasons.
I think we do still want to see longer follow-up data, particularly on the NATALEE study where we can be increasingly confident with long durations of follow-up off treatment that the magnitude of benefit stays consistent or continues to expand as we saw in the monarchE study. And of course, overall survival here is the gold standard and the ultimate target for these studies. And so it would, again, be important to see longer-term follow-up for NATALEE so that we can be confident we're seeing the same biological processes unfolding across both studies.
Neil Iyengar, MD:
Yeah. And I completely agree with Seth. I think he very nicely pointed out compared and contrasted both trials, the monarchE and the NATALEE trial. But I think from an efficacy standpoint, I want to go back to Seth's point about having options here because I think we are excited to see promising activity, at least in terms of IDFS in both the NATALEE and the monarchE trials. I think we are reassured by the overall survival benefit that we're now seeing in monarchE with longer-term follow-up. We do need to keep in mind here, as Seth also pointed out, that the study populations are a little bit different between both of the trials. And while there's certainly overlap in terms of patients who would've been eligible both for NATALEE and for monarchE, the monarchE population did specifically focus on the high-risk population, while NATALEE also allowed for that lower intermediate risk.
I think we may have some more clear guidance in terms of what treatment selection that we may choose. I do feel more comfortable leaning towards something like abemaciclib for our highest of risk patients or for our high-risk patients, whereas I may have a conversation about both options for that overlapping population. And in our lowest or lower-risk patients with node-negative disease, of course, ribociclib is the only option in that setting. And so, I do think we can look to the eligibility criteria to sort of guide our treatment recommendations. It really comes down to risk stratification, as well as mutual decision-making with our patients.
Seth Wander, MD:
So Neil, can I just emphasize 1 final point? And I'm curious your thoughts on this as well. For that population that you mentioned with the overlap with monarchE, I think this is a challenging point for many clinicians across the country and internationally right now. For those lower-risk patients who only meet criteria for NATALEE, per your point a moment ago, I completely agree that that's a relatively straightforward conversation. For the patients who meet criteria for both, I think if you put 10 breast cancer specialists together, you'll hear a couple of different responses to this. My feeling, just to be explicit about it, has been given the duration of follow-up for monarchE, particularly the population off-drug, seeing the magnitude of benefit being at least stable, if not increasing in terms of both IDFS and distant recurrence-free survival, and now with a statistically significant overall survival, I tend to prefer trying to offer them abemaciclib. Not because I don't necessarily believe that NATALEE is heading in the same direction, but that we just don't have all that follow-up yet.
I think for individual cases, there may be patients who are, to your point, in a case-by-case basis, better suited for ribociclib, maybe because of GI-related side effects on abemaciclib or because of concurrent medications or because of some other risk factor where we feel they can't tolerate it. But for the vast majority of them, I tend to prefer trying to offer the abemaciclib in that overlap. I just want to see if you agree or disagree, because I think this is a point of confusion for a lot of people.
Neil Iyengar, MD:
Yeah, I think Seth, that's a fair approach. And you're totally right to point out that if you put a bunch of us together in a room, you're going to get a bunch of differing opinions on the overlap population. But I think to your point, we do need to be, at least to some extent, data-driven. And you're right to point out that we do have that not only long-term follow-up, but more patients who've completed treatment. Also, even if we look at the differences in event rates between both trials, now again, noting that there are differences in the risk profiles for patients included in each of the trials, I do think that where we stand right now in terms of the state of the data, we do have a clearer answer with monarchE in terms of the overall survival benefit. And so, my approach for that overlapping population has certainly been to be explicit about that information with the patients and really try to make them understand that we do now have this overall survival benefit seen in the monarchE trial.
And that really, for me, is a guiding light in terms of the type of treatment that I'm offering to the patient. But I do recognize, as you've pointed out, that the AE profile is different between the 2 options. The duration of treatment is different between the 2 options. Even the schedule of treatment is a bit different between the 2 options. So all of this factors into the discussion that I have with the patient, but I agree starting off that discussion with a recommendation based on the current state of the data does push me towards my default being abemaciclib in that overlapping population.
Podcast Host:
Thank you both for joining us today and sharing some of your expertise. We're going to have you both back for our second episode, so inviting our listeners to join us next time, where we're going to talk about some of the best practices in treating these patients, as well as dig into some of the AE profiles for our CDK4/6 inhibitors and their management strategies. Hope to see you there.
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