	



AV Dosing and AE Management in Patients With Untreated CLL
Part 2: Following Up After Initial Treatment

Jamila Brutus:
Welcome back to Part 2 of this case-based exchange on AV dosing and AE management in patients with untreated chronic lymphocytic leukemia. My name is Jamila Brutus. I am a nurse practitioner at Memorial Sloan-Kettering Cancer Center, and I specialize in chronic lymphocytic leukemia.

Mary DiLorenzo:
Hi guys, my name is Mary Elizabeth DiLorenzo. I'm also an advanced practice provider that specializes in CLL therapy. I practice at the Novant Cancer Institute in Charlotte, North Carolina. Welcome.

Jamila Brutus:
As a recap, the objective of this case-based exchange is to describe complex acalabrutinib and venetoclax dosing regimen utilizing treatment of patients with untreated chronic lymphocytic leukemia and shared common treatment-related AEs and best practices associated with management of AEs with this regimen.

On Part 2 of this case-based exchange, we will focus on follow-up after initiation of treatment. As a recap, JS is a 66-year-old female who reported fatigue and significant weight loss of 64 pounds over the past year. On examination, she has significant palpable lymphadenopathy, which prompted a biopsy that confirmed the diagnosis of CLL. We also obtained a peripheral blood flow cytometry, which is a very sensitive test that confirmed the diagnosis of CLL. Therefore, she was referred for evaluation to the malignant hematology department.

As I mentioned, JS presented with significant lymphadenopathy and B symptoms. Based on her cytogenetic testing and based on the patient preference, we decided to treat her with fixed-duration acalabrutinib and venetoclax instead of continuous treatment with acalabrutinib.

She has started treatment with acalabrutinib 100 milligrams BID via a sample pack pending insurance authorization. We obtained a FISH, a ClonoSeq for IgHV mutational status, and TP53 mutation was requested as well.

JS, she presents for her 2-week follow-up after initiation of acalabrutinib. She tolerated treatment very well after 2 weeks except for intermittent headaches, which improved with caffeine. Headache is a very common side effect of acalabrutinib. Usually it presents at the first 2 weeks of initiation of treatment, and then usually that symptom is resolved with caffeine or Tylenol.

Mary DiLorenzo:
Similarly, what I see as well, Jamila, we always tell patients upfront, expect those headaches for the first 2 to 4 weeks, but they'll get better and probably completely resolve, and it just goes back to what we always say in the nursing world and even in the medical world, the more information to the patient, the better, right? So if we talk to these patients upfront and we're open and honest with them about potential side effects, it really does allow them to feel confident that they're going to be able to stay on treatment, because we're listening to them and we can dose-adjust or at the very least, have a conversation with them about how to make them feel better to get them through the regimen completely.

Jamila Brutus:
Agreed. In JS, she started treatment with acalabrutinib 100 milligrams BID for the first 3 months with plans to add venetoclax to her treatment regimen. The reason why acalabrutinib is usually given prior to venetoclax is to debulk the patients, because the higher disease you have, the more your risk for tumor lysis with venetoclax.

Now JS is here for her 3-month follow-up. JS received her first dose of acalabrutinib started in cycle 1 in October, and her first dose of venetoclax started in cycle 3 in December. Venetoclax is usually given as a 5-week wrap-up period, and the reason for that is with venetoclax, you're at high risk for what's called tumor lysis syndrome. So usually venetoclax is given the first week, we start a very low dose, which is 20 milligrams, second week, 50 milligrams. Third week, we escalate to 100 milligrams. The fourth week we go to 200, and the final week, which is your fifth week, we go to 400 milligrams, which is the max dose, and patients remain on that medication.

The reason why we usually start very low, again, is to mitigate the risk of tumor lysis, which can be very life-threatening, but the good thing about this regimen is we usually give acalabrutinib first. So by the time patients start venetoclax, the risk for tumor lysis is extremely, extremely low and very well tolerated. This regimen is usually given over 14 cycles and each cycle is considered a 28-day course.

Mary DiLorenzo:
Thank you for joining us for part 2 of this case-based exchange. Please join us for part 3 where we will focus on AE management with AV.

