	



AV Dosing and AE Management in Patients With Untreated CLL
Part 3: Management of AEs With AV

Mary DiLorenzo:
Welcome back and thank you for joining part 3 of this case-based exchange focused on AV dosing and AE management. I'm Mary Elizabeth DiLorenzo. I'm an advanced nurse practitioner that currently works in the malignant hematology space specializing in CLL. I am practicing at the Novant Cancer Institute in Charlotte, North Carolina.

Jamila Brutus:
Ms. Jamila Brutus, I'm a nurse practitioner at Memorial Sloan Kettering Cancer Center. I specialize in chronic lymphocytic leukemia. Thank you for joining us. As a recap, the objectives of this case-based exchange is to describe complex acalabrutinib and venetoclax dosing regimen utilized in treatment of patients with untreated chronic lymphocytic leukemia and share common treatment-related AEs and best practices associated managing AEs with this regimen.

Mary DiLorenzo:
In the first 2 parts, JS had received her full treatment. Now we are going to shift gears and focus on AE management. Just to recap, JS showed significant lymphadenopathy and B symptoms, the most notably, significant weight loss. We had a conversation with her based on her cytogenetics and personal preference, and we basically discussed the option of doing fixed duration with acalabrutinib, venetoclax versus non-fixed or continuous with just acalabrutinib. The decision was made to give her the combination oral therapy, venetoclax and acalabrutinib, which is a fixed-duration treatment option. She received her first dose of venetoclax at the start of cycle 3. Remember with this particular regimen, we start patients on acalabrutinib for the first couple of months to debulk their disease and minimize the risk of them developing tumor lysis syndrome, especially for those patients that have an intermittent or high risk for TLS. JS will complete 14 cycles of total treatment. Within that 14 cycles, 2 of them will be single-agent acala followed by 12 cycles that are combination acala and venetoclax.

So when we start patients on treatment, one of the most important things to remember is that we really do have to keep a close eye on them because we need to know if there are any adverse events happening. Because what science and data and history and clinical practice has shown us in the past is that patients need to be informed and we need to understand what's going on with these patients at home. What we don't want is these patients to be sitting at home with side effects that we're unaware of because if we're unaware, we can't help them, and that leads to patients self-discontinuing off of therapies. And so some of the more commonly observed treatment-related regimens that we see with this particular regimen are fatigue. Keep in mind that fatigue is also a very common symptom of CLL.

And so it's sometimes hard to tease out which is what, right? Is this patient's fatigue coming from their untreated CLL or is this fatigue that's coming from their treatment decision? And so we have to think about where they are on the treatment plan to tease that information out a little bit more. We definitely can see some cytopenias, specifically neutropenia, anemia, and thrombocytopenia, but we are checking their labs to ensure that we're catching this early on if it is occurring. In the role of bacterial and viral infections in terms of AEs, yes, they can happen, but I don't know, Jamila, if you agree with me or not, but I think these patients are so immunocompromised from their untreated CLL that I find, at least in clinical practice, that their bacterial and viral infections actually improve as they go into that complete remission.

Jamila Brutus:
Yes, I definitely agree. As far as infection, definitely improve after patients achieve a complete remission. And we usually have our patients on prophylactic antiviral treatment while they're going through treatment as well.

Mary DiLorenzo:
Yes. So what about their cardiac history? There's a lot of talk with cardiac issues when you start patients on BTKIs. And so yes, can we see AFib or hypertension with acalabrutinib? We absolutely do see that. But again, this doesn't mean or preclude patients that have AFib or hypertension that they can't go on this particular regimen. I often, if I know a patient is already at risk for it or has controlled AFib or hypertension at baseline, we will do a multidisciplinary approach where I will refer that patient to our cardio-oncology program and say, "Hey, listen, this is the patient that we're looking to put on treatment with a BTKI. We know the necessary or associated risk with it. Can you please partner with us to ensure that their AFib or their hypertension is controlled and is not getting worsened once they start treatment?" In terms of their GI side effects, nausea and diarrhea are probably the most common side effects that I as well see in clinical practice.

Jamila, you probably see that as well. In terms of musculoskeletal issue, myalgias definitely is one. Depending upon the grade of the myalgia, that really is what's most important, right? So if you have a patient telling you that they have some muscle aches that are mild, that relieve with rest or let's say heat, that's okay. But if we're talking about grade 3 or grade 4 myalgias, which are really debilitating, that of course warrants us to take a step back and say, "Okay, do we need to hold treatment and then readjust?" Easy bruising is definitely one of the side effects that we see with acalabrutinib, and that goes hand in hand with some of the increased risk of bleeding. I will tell patients during their chemo teaches, once we start this medication, if you have any planned surgical procedures coming up, you do have to let us know. Because depending upon the severity of the surgical procedure, that will dictate if we hold acalabrutinib, how long we hold acalabrutinib.

So I have many patients, Jamila, you probably have this in your practice too, that have a lot of skin cancers, right? They just have a ton of basal cell and squamous cell. And so if they're going, let's say, for a Mohs procedure, we will educate them to hold the acalabrutinib 3 to 7 days before and 3 to 7 days after. Similarly, if they're going for a more invasive surgical procedure, it's a minimum of 7 days before and 7 days after to minimize that risk of bleeding during the surgery or postoperatively.

Jamila Brutus:
Yeah. Yes, and I agree, we usually educate our patients as well depending on the risk for bleeding with the procedure. If it's a very low-risk procedure, then of course 3 days prior, day of, and 3 days after. If it's a high-risk procedure, then 7 days prior, day of, and 7 days after.

Mary DiLorenzo:
So we're going to talk about a couple of things here in terms of AE management. So let's look at the risk assessment for the patient. TLS risk stratification is really, really important to know upfront. What is their tumor burden, right? What are the size of the lymph nodes? How high is their ALC? Is this a patient with CLL that has an ALC of 10,000 or is this a patient with CLL that has an ALC of 100,000? What is their renal function? All of that information when we combine it, allows the providers to make a judgment call on the risk of TLS, and what we need to do to protect that patient going forward. Cardiac history, of course, we want to know if that patient has AFib. We want to know if that patient has hypertension. Even for those patients that don't have it, we discuss that there is a risk of developing it, but because we're keeping such a close eye on them, we're able to deal with that in the event that it should occur safely.

Bleeding risk, obviously if these patients are on other anticoagulants or antiplatelets, we need to discuss that upfront. I have patients that come into me that are on Eliquis or they're on blood thinners for a previous stroke. And so we really need to work closely with our colleagues like in cardiology to make sure that we're not putting this patient at increased risk and ensuring we're doing what's best in terms of minimizing their side effect profile. Infection history, many of our patients, I'm sure you see this, Jamila, in your practice as well with CLL, especially if they've had this simmering CLL for years where they haven't really checked the box to get treated yet, but they're having some of the symptoms because of it. And so they have these recurrent URIs, they have this recurrent sinusitis. They have a cough that lingers for six months.

And so really just paying close attention to the history of the patient to see or to know what to expect in the months following treatment initiation. Baseline labs, I mean, that's another huge one, right? Like what we said before, what is their CBC? What does their CMP look like? Is this someone coming in with comorbidities like renal insufficiency? Do they have diabetes which is compromising their kidneys? What about their Hep B status? All of these things we have to take into account in order to keep these patients safe. Prophylaxis varies. I agree. Jamila, what do you do? We always do valacyclovir, right? We do that HSV prophylaxis in everyone. We definitely encourage hydration before and during the initiation of venetoclax. Allopurinol, yes, if they have a high disease burden or tumor burden. PJP prophylaxis I think really depends on if they have some sort of need to go on Bactrim.

Jamila Brutus:
Yes, no, I agree. We usually don't prescribe PJP prophylaxis unless for some reason a patient, like you mentioned, that has a history where they need to be on this regimen or if they're on prolonged doses of steroids, then they would require PJP prophylaxis. But we definitely for our patients with acyclovir and allopurinol. It doesn't matter the tumor lysis risk. It could be low risk, it could be high risk. We always put our patients on allopurinol because it's such a benign medication.

They're usually very well tolerated. So we usually just err on the safe side and start our patient on allopurinol. So we also do similar baseline testing where we do CBC with differentiation, CMP uric acid testing. And we also check for Hep B testing as well. With acalabrutinib, there's a very, very low risk for Hep B reactivation, but still if our patient is Hep B core-positive, we will still start them on entecavir. And as far as a risk stratification, very similar where we risk stratify for tumor lysis. As I mentioned in the previous slides, we usually do baseline imaging to assess for their lymph node signs to determine their tumor lysis risks. Cardiac histories is very, very important. Although with this generation of medication, generation of BTK inhibitors, AFib is usually very, very low compared to the first generations of BTK inhibitor.

Mary DiLorenzo:
So we also have to talk about how we manage overlapping toxicity. So let's first talk about cytopenias. We never know if the cytopenia is related to their CLL or is it related to the drug that they're on. And so what we have to do is err on the side of caution and hold the most myelosuppressive agent first, which in this case would be the venetoclax. You can give supportive growth factor like G-CSF. You absolutely can transfuse as needed. In the world of malignant heme, in the world of CLL, absolutely we expect some of these patients to have infections coming to us before they get treated and potentially some infections while they're on therapy. The most important thing to remind patients is that we need to know if they develop a fever of 100.4 or greater. That is really the magic number for us in the HEME space to call us day or night to let us know if that fever does occur.

Even more important to know if they are neutropenic when that fever's happening, right? So if you have a patient who fevers with a normal ANC, yes, it needs to be evaluated, but not quite as urgently as a patient that calls you at 4 o'clock in the afternoon or 4:00 AM in the morning for that matter with a fever of 100.4 and an ANC of less than 500. Those patients would absolutely require urgent monitoring and evaluation. They would go on broad-spectrum antivirals, antibacterials. And also we would hold therapy, right? So this is a situation where they would be admitted into the hospital for neutropenic fever and we would hold their therapy until we got the underlying cause of the fever and then obviously resume once they're out. Fatigue is the most frustrating thing for us as providers and most importantly for our patients. Oftentimes, fatigue is the only symptom or side effect that they're having.

I had a gentleman in my practice last week and he's been complaining of debilitating fatigue for a year. And I was begging, begging him to go on treatment because really his numbers weren't that awful. And his B symptoms, other than fatigue, were nonexistent, but he actually had to leave his job because he could not function. He was sleeping 16, 17 hours a day and had horrible brain fog when he was up because of it. And so finally we convinced him, we said, "Listen, we really think you're going to feel like a human again once we get you on treatment and we control your CLL." There's no point in treating these patients if they can't resume most of the activities that they were doing when they were healthy and feeling well. And so that's why advocating for them and talking with them in clinic to ensure that we are all aligning on the same goal and that's to get their disease in remission and to thrive once that remission occurs.

In terms of nausea and diarrhea, as we said before, these are common side effects. We first have to rule out infections, so we will send a C. diff test along with a GI BioFire to make sure that there's not an infectious etiology. As long as it's not, then we can give the patients anti-diarrheals. We can give them Imodium, we can give Lomotil to try to mitigate that side effect. Of course, if they're grade 3 or higher, we're going to have a conversation with the patient. We may have to hold or dose-reduce going forward. Headaches, very common for the first couple of weeks of treatment with acalabrutinib. Absolutely improved with Tylenol or caffeine, and really, really, really reassure the patient to let them know that once they're on treatment for at least a month or so, that headache profile really diminishes almost completely. Myalgia is based on the severity as we stated before.

So if there's mild myalgias that's relieved with rest or some Tylenol or some heat therapy, that's okay. But if we're starting to get to the point where these patients are almost feeling like they have the flu every day, we really need to consider dose-reducing or holding treatment as well. 

So here we are at a polling question. 
What AE do you find the most difficult to treat for patients with CLL undergoing combination treatment with AV? 
· Headaches, infections, nausea and diarrhea, myalgias, cytopenias, fatigue. 
It's fatigue for me. I don't know what it is for you, Jamila, because it really is the one that is the most challenging to get ahold of and takes the longest to resolve.

Jamila Brutus:
Yes, I agree. Fatigue is the most challenging because a lot of times not even associated with acalabrutinib are usually a baseline symptom. So it's very difficult to treat and to tease out what the etiology of fatigue is as well.

Mary DiLorenzo:
So what about AE management? So there's a general strategy for dose holds and re-challenges. So of course we're going to hold the offending agent. We're going to treat the adverse reaction to resolution to less than or equal to grade 1. We restart at the same dose at the first occurrence. We reduce the dose if recurrent, and we try to avoid stopping the entire regimen unless a life-threatening AE. And that's really important. We have to balance their disease, how they're doing with their disease, and what the long-term outcome is. And so we just have to find that sweet spot of getting them on the right dose of these drugs in order to maximize their response but not put them at unnecessary risk for issues. Patient education is always key. Jamila, I'm sure us as nurses and all of our nurse navigators are involved in the patient care.

We really, really have to empower these patients to have this ongoing line of communication open with us. They're going to call us if they have a fever of 100.4 or greater. They're going to call us if they have any palpitations or dizziness because we always have that AFib or high blood pressure in the back of our mind as a possibility. Obviously, if they're having any new-onset bleeding or large bruises, we want to know and any severe diarrhea or vomiting. We do not want them home sitting miserable. I always tell patients we can do a lot in the outpatient space, especially with our infusion center attached like you guys have, Jamila. So knowledge is power, tell us sooner rather than later, and we can avoid a lot of ERs or potential hospital admissions. Don't you think?

Jamila Brutus:
Yes, I definitely agree. We like to have an open line of communication because most of these side effects, if not all of these side effects, are usually very well treated. A clinical pro also as far as the side effects with venetoclax, we usually have our patients dose at bedtime so they can sleep through these side effects as well. So we usually find that very helpful with patients.

Mary DiLorenzo:
I agree that venetoclax at bedtime is key. It really does help them when they take it on a full stomach and take it at night. 

So here we get to our next polling question. 
· What barriers do you find are the most prevalent in patients discontinuing their CLL treatment? Developing of treatment resistance, treatment tolerability and AEs, or socioeconomic or reimbursement factors? 
I think in my opinion, and Jamila, I'm curious to see what you think. I really don't think that we see a lot of treatment resistance with this. I really do think that patients respond well and continue to respond even once they complete this fixed- duration therapy. Treatment tolerability in AEs, as long as we have an open and honest conversation with these patients, we are able to keep these patients on treatment. So in terms of socioeconomic or reimbursement factors, I don't know about you, Jamila, but we don't really have any issues with our institute.

We're able to get these drugs approved relatively quickly and into the hands of our patients rapidly. It's a hard question to answer because all of these things absolutely can drive patients in terms of discontinuing their CLL treatment. But as long as we're listening to them and able to tweak what we need to tweak in terms of their regimen, they're able to stay on therapy for the most part. Are you seeing that too, Jamila?

Jamila Brutus:
Yes, I agree. It's very rare if never we have to discontinue a patient due to resistance or treatment intolerability or even socioeconomic or reimbursement factors. Usually, these patients are able to complete out the 14 cycles of this treatment.

Mary DiLorenzo:
So in conclusion, most treatment failures come from preventable toxicity, not resistance. With proactive management, the vast majority of patients stay on therapy without compromised efficacy, which is so important for us to know as providers and for patients to understand when they start treatment for their CLL. Thank you for joining us on this case-based exchange. We hope this has been informative and interesting for you.
Jamila Brutus:
Thank you for joining us.

