Podcast Host:
Welcome back to our series, Emerging Data and Trends in HR-Positive/HER2-Negative Breast Cancer. This is episode 2 of a 6-part series. I have back with me Dr. Seth Wander from the Massachusetts General Hospital in Boston and Dr. Neil Iyengar from the Winship Cancer Institute at Emory University. Both are expert medical oncologists in breast cancer research and care. Welcome back. 

The last time the 3 of us were together for episode 1 of our podcast series, we discussed long-term analysis of CDK4/6 inhibitors in early HR-positive/HER2-negative breast cancer with a high risk of recurrence. And in that episode, we shared some exciting new data that debuted at ESMO that looked at overall survival analyses as well as some other extended long-term results from the MonarchE and NATALEE trials. So inviting our listeners, if they didn't get a chance to listen to that episode, definitely worth checking out.
But each of those trials examined the use of CDK4/6 inhibitor  ̶  abemaciclib for the monarchE trial and ribociclib for the NATALEE trial  ̶  and these were used in combination with endocrine therapy. So today, we're actually going to be discussing balancing efficacy and quality of life during maintenance endocrine therapy with our adjuvant CDK inhibitor treatment. So to start us off, for your patients with early HR-positive/HER2-negative breast cancer, they've made it through surgery and chemo or radiation, and now they're beginning endocrine therapy along with our adjuvant CDK4/6 inhibitor of choice. What are the common side effects you're on the lookout for?
Seth Wander, MD:
Yeah, my pleasure. I think 1 of the advantages we have here, and I think Neil would agree on this, is most of the side effects luckily between optimal anti-estrogen therapy and CDK4/6 blockade are not overlapping. So from a broad painting up with a broad brush here with anti-estrogen therapy, whether that be tamoxifen or ovarian suppression with an aromatase inhibitor, we see menopausal-type symptoms. We can see some fatigue. We can see mostly with the aromatase inhibitors some arthralgia, muscle and joint discomfort, occasionally hair thinning, and these are things we've been dealing with clinically for decades. And so we have lots of experience and lots of tricks that we can use to help patients navigate that, setting expectations early so that patients aren't surprised, and talking about some of the strategies we can use to reduce the impact of all of these symptoms, I think is critically important.
With the CDK4/6 inhibitors, in general, we see some overlapping toxicity between the 2 of them, ribociclib and abemaciclib, mostly involving cytopenia. This is perhaps a little bit more common with ribociclib, and this requires really some intensive lab monitoring, which can be difficult for patients. They've been through surgery, they've been through radiation. In many cases, they've been through chemotherapy, and now we're adding potentially twice-a-month and then once-a-month lab monitoring with visits, but these tend not to cause a lot of subjective symptoms, maybe with the exception of, for example, fatigue. This tends to be a laboratory-based issue, higher rates of GI-related toxicity with abemaciclib. It's about setting the stage for what the monitoring plan is going to be, setting expectations, and what we can do to reduce the risk of these symptoms. For example, managing GI toxicity or managing fatigue and hot flashes with the aromatase inhibitors.
Neil Iyengar, MD:
So I think Seth did a really nice job outlining the AEs just in general associated with the class and pointing out some of the differences between the 2 CDK4/6 inhibitors, and we know that diarrhea is typically the most common reason for dose modification or interruption or discontinuation with abemaciclib. Fortunately, we do have management strategies and the diarrhea tends to be early-grade and manageable as long as we're proactive about it. We don't see as much diarrhea as Seth mentioned or GI toxicity with ribociclib, but certainly the trade-off there is neutropenia and we see more neutropenia associated with ribociclib, but we do see neutropenia associated with abemaciclib as well. And this is something that we have to keep an eye on. Or the more common adverse effects in terms of diarrhea and neutropenia, we'll go through the management strategies, and I'll be interested, Seth, to hear some of your unique pearls in terms of how you manage these.
But I think certainly we need to be proactive, manage upfront, educate our patients. And for those of you who've heard me before, I can't let go of an opportunity to emphasize how important lifestyle modification is for our patients, especially in the curative setting where we've seen lifestyle interventions, diet, exercise can certainly improve comorbidities that are more common in breast cancer survivors like diabetes and cardiovascular disorders. But we're also seeing emerging evidence that lifestyle intervention can help with tolerability of adjuvant therapy, certainly adjuvant endocrine therapy.
Perhaps the only effective treatment for fatigue, for example, is exercise. And in the setting of colon cancer data, the CHALLENGE trial where we saw an overall and disease-specific survival benefit associated with exercise in the adjuvant setting, we're anticipating and hoping for similar data in the breast cancer setting. So I have to make a plug for counseling our patients to participate in exercise programming, to address lifestyle interventions, healthy eating, and so forth because not only that may help with the AEs associated with endocrine therapy and CDK4/6 inhibitors, but it may also ultimately help with long-term outcomes as well.
Podcast Host:
So you both brought up some really important points for our listeners, and in our next episode, we're going to discuss those modification strategies as another way to manage CDK4/6 inhibitor side effects. But for now, are there any closing thoughts or key takeaways you want our listeners to remember from today's discussions?
Seth Wander, MD:
My last comment would just be to think about the entire picture, where the patient's starting off, what their priorities are, what their medical comorbidities are, what sort of lifestyle interventions and modifications we can suggest or encourage. This is a maintenance plan, so we want patients to be able to stay on these medications for the full duration, in the case of the CDK inhibitor, 2 to 3 years.
Neil Iyengar, MD:
I think I'll take this opportunity to reiterate a point that you made, and that is essentially the long-term nature of these therapies as we're starting to see it, continue to see, I should say, younger- and younger- onset cancers, and particularly breast cancer. It really is all about that longitudinal outcome, especially when we're counseling our younger patients, and I think part of that discussion does center around, they've done all of this therapy already, now we're adding on longer-term therapy while patients are trying to get back to some semblance of a normal life. I think that is actually really where lifestyle intervention can be empowering, that is, under the control of the patient as long as we counsel them appropriately and provide them with tools that can be helpful. And now there are many virtual apps and platforms or programs that we can refer our patients to in terms of lifestyle resources.
But I think also being ready to talk about modifications in endocrine therapy and dose adjustments if necessary. I think we were both struck by some of the data in both NATALEE and monarchE in terms of a discontinuation of the CDK4/6 inhibitor that might have been avoidable if we employed more dose modification, dose reductions, or even layered on more lifestyle intervention. These therapies overall are really quite tolerable despite the AEs that we've outlined here.
Podcast Host:
Thank you so much both for joining us today and sharing some of your expertise. In our next episode, we're all going to meet back up and we're going to talk about strategies for staying on CDK4/6 inhibitor therapy, so inviting our listeners to join us next time.
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