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« Samples collected from Jan 2020 to May
2025 included
o bone marrow (n=228)

o tissue(n=95)
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oncogenic premalignant and

o Current research targets mutational burden, malignant samples (p=0.9848).

. . . . Figure 1a. Most common VUS genes by SNV VAF % where the x-axis
cytogenetic shifts, and clonal diversity

represents number of SNVs and the y-axis represents the VAF % of each
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* To assess for clonal patterns and evolution across

reported VUS and oncogenic mutations in a PCD
cohort

* To determine if, in line with current thinking,

subclonal diversity is seen more readily in malignant
samples

METHOD

* We analyzed genomic variants from 252 PCD
samples using the Tempus xXT® 648-gene NGS
panel

* NGS reports were digitized as sample-specific
CSVs and analyzed using

o Python in Jupyter (v7.3.2)
o Excel (v16.96.1)

o COSMIC (v102) web platform identified cancer-
associated single nucleotide variants (SNVs)

o MGUS (n=84) malignancy

o SMM (n=23)  Seven of 12 NOTCH1 and 3 of 11
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cohort harbored 217 unique genes

 Mean VAF for all oncogenic genes (574 SNVs; 399 unique)

(256 identified SNVs in total) was » Mean SNVs per gene were higher in
malignant samples (1.44 vs. 1.09,

15.7%, significantly lower than
the mean VAF for all VUS genes
(1123 SNVs in total) of 36.8%
(Welch's t-Test, p<0.0001)

0<0.0001)

CONCLUSIONS

« QOur analysis reveals distinct clonal patterns and mutational profiles
across PCDs

o Subclonal oncogenic mutations were more common in malignant
states, while VUS were often clonal

o VAF was overall lower in oncogenic mutations regardless of
malignancy status

o Oncogenic mutations were seen more often in malignant samples,

however VUS mutations occurred at similar rates regardless of
malignancy status

* Further studies on longitudinal clonal dynamics are needed
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Figure 1b. Most common oncogenic (potentially actionable/biologically relevant) genes by SNV VAF %

* The malignant cohort had higher oncogenic mutations per sample than the premalignant cohort
(Welch's t-test, p<0.0001), though VUS counts did not differ significantly (p=0.2276).
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