	



Podcast Host:
Welcome to our series, Emerging Data and Trends in HR-positive/HER2-negative breast cancer. This is episode 3 of a 6-part series. I have back with me, Dr. Neil Iyengar from the Winship Cancer Institute of Emory University, and Dr. Seth Wander from the Massachusetts General Hospital in Boston. Both my guests are expert medical oncologists in breast cancer research and care. Thank you both for joining me again today. It's really great to have you back.
Dr. Neil Iyengar:
Thank you for having us.
Seth Wander, MD:
Thanks. As I mentioned, great to be with Neil and great to be with you today.
Podcast Host:
So we've been having some really interesting conversations in our first 2 episodes that builds the story of the role of CDK4/6 inhibitors, such as abemaciclib and ribociclib as adjuvant therapy in HR-positive/ HER2-negative early breast cancer in those that are at high risk of recurrence. And I want to briefly recap for our listeners. In episode 1, we went through new long-term overall survival analyses for both abemaciclib from the monarchE trial and for ribociclib from the NATALEE trial that came out of ESMO. Episode 2, we chatted about common side effects of both maintenance endocrine therapy, along with adjuvant CDK4/6 therapy, and got into some lifestyle modifications for optimizing quality-of-life during this phase of treatment. So in today's episode, we're going to dig into difficulties patients might have staying on therapy due to side effects and dose modification strategies employed in both monarchE and the NATALEE trials, as well as some real-world experience with our CDK4/6 inhibitors.
So to my guests, what are reasons patients might face with staying on CDK4/6 inhibitor therapy? And can you take us through mitigating strategies employed in monarchE and in NATALEE? And then also we’d like to get into what have we seen in the real-world setting. So Dr. Wander, why don't you start us off, and then we will hear from Dr. Iyengar.
Seth Wander, MD:
We've been talking a little bit about this in the prior episode, so I just want to reiterate some of the great points. We know, both in terms of the prospective large randomized clinical trials, as well as subsequent real world experience, that there are a fair number of patients who run into some toxicities on these drugs that require, usually dose reduction, but occasionally discontinuation. We talked in the last segment about the most common toxicities that we run into with each drug. And so I won't belabor that point, but just briefly highlight that we can run into fatigue with both of them. We can run into cytopenias with both of them, though they tend to be a little bit more common with the ribociclib. We can see some changes in liver and renal function enzymes, and we can see GI-related toxicity, again, more common with abemaciclib. 

Now, with the abemaciclib, both in monarchE and in the real-world data, the GI-related toxicity diarrhea is by far the most common cause for dose reduction or discontinuation. But what's really important, and we've seen this in the metastatic setting and in the adjuvant setting, and this is true both on the trial and also in some subsequent, I think, real-world analyses, is that dose reduction can help not only with long-term adherence, but also doesn't seem to provoke a statistically meaningful detriment in terms of benefit. So on monarchE, they did analyses looking at the impact of dose reductions on adjuvant abemaciclib efficacy, and they saw that there was no significant change when you look at the hazard ratio across these patients who might've had lower dose intensity. 

They did a similar analysis on NATALEE. And again, while there may have been some numeric differences between the IDFS events, the hazard ratios were overlapping. And so the take-home message here was that I think we can be a little bit more comfortable with dose reductions.

And this data for me, within my own practice, has really made me more comfortable to move to those dose reductions even potentially a little bit earlier for 2 reasons. 1) I think by moving to the dose reduction earlier, we have a better opportunity to keep the patients on the drug for the long term. And 2) I now can point to this data both for ribociclib and for abemaciclib and comment to the patient that we don't have evidence that going ahead with the dose reduction will reduce the long-term magnitude of benefit.
Dr. Neil Iyengar:
Thanks, Seth, for that overview. I completely agree with all the points that you made. And I think it is important that we keep in mind, again, a dose modification, whether it's an escalation schema or a reduction schema, is important for keeping our patients on treatment in the long run. This is an opportunity for improvement that we may be able to even further reduce the discontinuation rates, for both abemaciclib and ribociclib, if we remain proactive in terms of supportive care, but also in terms of dose modification. Now, you highlighted this, Seth, and I think it's really reassuring to see some of the post hoc analyses in monarchE as well as NATALEE in terms of what does dose modification do to the primary IDFS endpoint. Now, of course, we have to take this with a grain of salt because these are post hoc exploratory analyses, but I think it's reassuring to see, at least from an observational standpoint, that the IDFS rates, or at least that IDFS benefit that you get from adding a CDK4/6 inhibitors, is similar when you stratify patients by relative dose intensity in either the monarchE trial or the NATALEE trial.
And then if you look specifically at some of the landmark analyses in terms of IDFS rates, patients who needed a dose modification or even dose holds had similar IDFS rates at each of the time points where the landmark analyses were conducted. And so overall, I think this reiterates that yes, we do have a goal dose, but if we have to modify that dose to keep patients on study, it doesn't appear to impair outcomes. And this is reiterated, or has been confirmed at least, in some of the real-world data that we've seen emerge as well. I'm always struck by some of the real-world data that comes out of the Flatiron Health Database for abemaciclib. For example, what we saw is that in those patients who were able to continue abemaciclib beyond 3 months, and of those who required discontinuation of treatment after 3 months, 70% of them in the real-world dataset did not attempt a dose modification.
And again, that really represents an opportunity to use dose modifications to keep patients on therapy. And again, if we keep patients on therapy, we saw in those post hoc analyses that I just mentioned, that their outcomes are that they achieved a similar benefit as those patients who maybe did not require a dose modification. And so for me, that really reiterates that keeping patients on treatment long-term is a key priority. In those patients, in that real-world data set that I was alluding to, in those patients who did have a dose reduction, 93% of them were able to continue abemaciclib beyond 3 months.
Podcast Host:
Once again, my thanks to my guests for joining us today, Dr. Wander, Dr. Iyengar, excellent as always hearing your perspectives. In our next episode, we're going to talk about new exciting results in the area when resistance might pop up for endocrine therapy and CDK4/6 inhibitors, so inviting our listeners to join us next time.
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