enomic characterization of chronic lymphocytic leukemia patients with TP53
alterations from a Spanish real-world cohort treated with targeted agents
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€ NTRODUCTION

e TP53alterations [17p13 deletions ( TP53%) and TP53 mutations (TP53™")] are adverse prognostic factors in chronic lymphocytic leukemia (CLL). Double-hit cases ( TP-

53 mut or multiple TP53™t) have a particularly poor prognosis (Brieghel et al., 2021)

e Complex karyotype (CK, 23 chromosomal alterations) predicts worse outcome in chemoimmunotherapy (CIT)-treated patients. Low/intermediate CK (3-4 alt.) worsens

evolution only in TP53-altered cases, while high CK (=5 alt.) confers an aggressive outcome independently of other risk factors (Baliakas et al., 2019).

e The impact of CK in patients treated with targeted therapies is under analysis (Kang et al., 2024). Although CK associates with TP53 alterations, the link between
TP53-alteration type and genomic complexity remains unclear.

@) RESULTS

1. TP53-altered patient distribution (Figure 2):
2. Genomic characteristics of TP53-altered patients (N=83) (Figure 3):

Table 1. Clinical and biological characteristics of the 83 patients with TP53 abnormalities.

(2 WeENERINER

1. To characterize the genomic profile of TP53-altered CLL patients in a Spa-
nish real-world cohort treated with targeted agents (COMPLEX project).

2. To describe numerical/structural alterations in the TP53 genomic region
and genomic complexity in a subgroup by optical genome mapping (OGM).
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Available data:

* FISH

¢ TP53 mutations
* IGHVstatus

*  Karyotype (CBA)

€) PATIENTS AND METHODS

TP53 altered patients analysis (N=83) ﬂl
1. Characterization of the type of TP53 abnormality (del or mut)

association with IGHV status and CK (3-4 alterations vs 25)

Optical Genome Mapping analysis (N=65)

1. OGM analysis performed on 22 PB and 43 PBMC samples
2. Characterization for genomic alterations on 17p13 region

3. Evaluation the genomic complexity by OGM: 25 alterations
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Figure 1. Workflow of the study: Overview of the methodological steps including patient selection, data collection,
TP53 status assessment and OGM analysis.
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Figure 3. Representation of TP53-alterred patients in the global cohort
and classification of 83 TP53 altered patients according to the type of
TP53 alteration.




