
Continuing Medical
Education (CME) Questions

Genomic landscape of T-LGL leukemia
To obtain credit, you should first read the journal article. After reading the article, you should be able to answer the following, related, multiple-
choice questions. To complete the questions (with a minimum 75% passing score) and earn continuing medical education (CME) credit,
please go to http://www.medscape.org/journal/blood. Credit cannot be obtained for tests completed on paper, although you may use the
worksheet below to keep a record of your answers. You must be a registered user on http://www.medscape.org. If you are not registered on
http://www.medscape.org, please click on the “Register” link on the right hand side of the website. Only one answer is correct for each
question. Once you successfully answer all post-test questions you will be able to view and/or print your certificate. For questions regarding this
activity, contact the accredited provider, CME@medscape.net. For technical assistance, contact CME@medscape.net. American Medical
Association’s Physician’s Recognition Award (AMA PRA) credits are accepted in the US as evidence of participation in CME activities. For further
information on this award, please go to https://www.ama-assn.org. The AMA has determined that physicians not licensed in the US who
participate in this CME activity are eligible for AMA PRA Category 1 CreditsTM. Through agreements that the AMA has made with agencies in
some countries, AMA PRA credit may be acceptable as evidence of participation in CME activities. If you are not licensed in the US, please
complete the questions online, print the AMA PRA CME credit certificate, and present it to your national medical association for review.

Cheon H, Xing JC, Moosic KB, Ung J, Chan VW, Chung DS, Toro MF, Elghawy O, Wang JS, Hamele CE, Hardison RC, Olson
TL, Tan S-F, Feith DJ, Ratan A, Loughran TP Jr. Genomic landscape of TCRab and TCRgd T-large granular lymphocyte leuke-
mia. Blood. 2022;139(20):3058-3072.

1. You are counseling a hematology practice about genetic analysis in large granular lymphocyte (LGL) leukemia. According
to the paired exome and transcriptome study of T-cell LGL leukemia by Cheon and colleagues, which of the following state-
ments about nonsynonymous somatic variants in LGL leukemia exomes, potential differences of these mutational profiles
across LGL leukemia subtypes (T-LGL, where cells express ab T-cell receptor [TCR], and GD-LGL, where cells express
TCRgd), and potential associations of mutational groups with clinical features is correct?

w STAT3, KMT2D, and PIK3R1were mutated only in T subtypes and not in GD subtypes

w Hotspot mutations were detected in KMT2D and TET2 and truncating mutations in STAT3, PIK3R1, and FAS

w The most common Y640F STAT3 mutation was associated with lower absolute neutrophil count values and the N647I
mutation with lower hemoglobin values

w Gene expression analysis revealed decreased interferon (IFN)-g signaling and enrichment of PI3K-Akt signaling for patients
with pSTAT3mutations

2. According to the paired exome and transcriptome study of LGL leukemia by Cheon and colleagues, which of the following
statements about shared and unique molecular characteristics of T-LGL and GD-LGL leukemia subtypes based on putative
driver genes and the transcriptomic and somatic mutational landscape of STAT3 mutations compared with wild type (WT)
to identify their distinct molecular signatures and STAT3mutation–specific clinical associations is correct?

w Recurrently mutated putative drivers did not include ARHGAP25 or ABCC9

w High-confidence loss-of-function mutations occurred across the coding region of KMT2D, the secondmost frequently mutated
driver gene

w The top 10 differentially expressed genes with higher expression in the STAT3-mutated group included PDGFRB but not JAK3

w Aberrant expression of myeloid-lineage-specific genes included PGC and FGFR2 for STAT3 mutants and ZBTB46, C1QB, and
C1QC for STAT3WT

3. According to the paired exome and transcriptome study of LGL leukemia by Cheon and colleagues, which of the following
statements about clinical implications of mutations and clinical features associatedwith LGL leukemia is correct?

w Nearly all patients with LGL had notable recurrent somatic mutations in the exonic regions

w Transcriptome findings were similar in STAT3-mutant andWT leukemic samples

w Novel mutations in the coiled-coil domain of STAT3 are not activating and do not need to be included in any subgroup analysis

w Clinical and molecular heterogeneity of LGL leukemia suggests potential targets to improve therapeutic outcomes
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