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Chronic Lymphocytic Leukemia (CLL) is the most common

leukemia in adults, characterized by the accumulation of B

lymphocytes in the blood, bone marrow, and lymph nodes.

Despite its clinical heterogeneity , therapeutic decisions are

still often based on simple laboratory tests.1 Genetic

alterations have been shown to be significant for
prognosis, mak ing genetic profiling cruc ial for accurate

staging and personalized treatment.2

ACKNOWLEDGEMENTS

To evaluate the genetic profile of pat ients with CLL under

Watchful Wait ing (WW), identifying variants with

prognostic and therapeutic relevance.

Our findings indicate that clinically relevant variants were

detected in a cons iderable proportion of pat ients. Some

alterations exhibit well-established prognostic significance

(e.g., NOTCH1, BIRC3), whereas others are already linked to

established therapeutic strategies in other malignancies

(ATM , BIRC3) or are current ly under invest igation in the
contex t of CLL (SF3B1, XPO1). These results highlight the

importance of integrat ing genomic profiling into clinical

practice, as it enables personalized risk stratification and

reveals opportunities for the development of innovative

therapeutic approaches in CLL.
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RESULTS AND DISCUSSION

Patients’ median age was 65.2 years, and 50% of them

were female; 81.2% were in RAI stage 0; 50% had

leukocytosis, and CD38 was negative in 5/16 pat ients.

Using the SOPHiA DDM platform, 384 genetic variants

were identified across 18/23 genes analyzed, with 84.81%

classified as variants of uncertain significance (VUS) or not
reported. After VEP analysis, mos t of them were

reclassified as benign (Figure 1). Seven pat ients (43.8%)

presented clinically actionable variants (Table 1).

Figure 1: Distribution and clinical classification of the genetic

variants identified. Only variants with coverage and allele

fraction higher than 30x and 4%, respectively, were considered.
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Table 1: Clinically actionable variants identified.
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