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Abstract

Bruton tyrosine kinase inhibitors (BTKis) and BCL2 inhibitor (BCL2i)–containing regimens significantly improve survival outcomes in patients
with chronic lymphocytic leukemia/small lymphocytic lymphoma (CLL/SLL). Results from randomized clinical trials have demonstrated that
time-limited treatment with BCL2i-containing regimens resulted in higher rates of undetectable measurable residual disease (uMRD) than
BTKi monotherapy or chemoimmunotherapy (CIT). Pirtobrutinib (a noncovalent BTKi) and lisocabtagene maraleucel (CD19-directed CAR
T-cell therapy) are newer options for relapsed or refractory disease after prior therapy with BTKi and BCL2i-contining regimens. Histologic
transformation of CLL/SLL to diffuse large B-cell lymphoma (Richter transformation) is associated with a poor prognosis. Molecular analysis
to determine whether there is clonal relationship between CLL/SLL and transformed diffuse large B-cell lymphoma is useful to select an ap-
propriate treatment option. These NCCN Guideline Insights highlight significant updates to the NCCN Guidelines for the treatment of
CLL/SLL and Richter transformation.
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First-Line Therapy for Chronic Lymphocytic
Leukemia/Small Lymphocytic Lymphoma
Measurable Residual Disease Assessment
Measurable residual disease (MRD) is a highly sensitive indi-
cator of disease burden in patients with chronic lymphocytic
leukemia/small lymphocytic lymphoma (CLL/SLL), and assess-
ment ofMRDas part of response evaluation is incorporated into
someclinical trials.

MRD detection can be performed using differentmethods
with associated sensitivities, using cells obtained from either
blood or bone marrow. A commercial next-generation se-
quencing (NGS)–based assay was reported to achieve a limit of
CLLdetection down to#1026 (MRD6), and currently is the only
assay in the United States with FDA regulatory clearance.1–4

NGS-based assays require collection of a pretreatment sample.
Multicolor ($4)flowcytometry andallele-specificoligonucleo-
tide PCR (ASO-PCR) are the 2 other methods used to detect

MRD at the level of#1024 (MRD4) or#1025 (MRD5), and have
significantlymore supporting data from clinical trials. Flow cy-
tometry methodology was standardized by the European Re-
search Initiative on CLL (ERIC) and is the most widely used
approachdue to its extensive availability and reliable detection
sensitivity down to MRD5; it also does not require a pretreat-
ment sample for analysis.5 ASO-PCR is lesswidelyusedbecause
it is expensive, requires a pretreatment sample, and is more
labor-intensive.6

Consensus recommendations on MRD determination
methodology, assay requirements, tissueselection (bloodvsbone
marrow), and the use of MRD in clinical trials have been pub-
lished.7,8 Few clinical trials have evaluated MRD-guided treat-
ment protocols to determine treatment duration.9–11 The NCCN
Clinical Practice Guidelines in Oncology (NCCN Guidelines) for
CLL/SLL recommendserialMRDevaluations every 3 to 6months
during active treatment (using either flow cytometry [MRD flow]
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The full andmost current version of theseNCCNGuidelines is available at NCCN.org.
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