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reflecting diverse differentiation patterns such as , , _
Figure 2: a) Scatter plots and Automated Population Separator (APS) showing the

Immature, nEUtrophll' and monocytlc Ilneages. myeloid immunophenotype of NPM1m+ AML. b) Scatter plots and APS showing
Deciphering these complex genotype-phenotype myelomonocytic immunophenotype of NPM1m+ AML.

correlations is vital for understanding disease biology and a) b).
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Objectives

1. To assess the patterns of immunophenOtypiC frequencies of genes mutated between the two clusters.
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Figure 3: a) Frequeng;; of genes mutated in the entire cohort. b) Differences in the

heterogeneity in NPM1m+ AML

2. To assess common co-occurring genetic alterations in

NPM1m+ AML a) 2.00000 Er::ifp b) Predictor Importance
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3. Tocheck for associations between the above PO B ..t e

observed immunophenotypic heterogeneity and co- E . A .

occurring genetic alterations -~ e . L.
All cases of NPM1m+ AML diagnosed at our centre m] .
between April 2021 and December 2024 with baseline O ecRfactorscore 2foranayeist
myeloid NGS results were included in the study Figure 4: a) Two fairly different sub-clusters within the myeloid cluster. b) Markers
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with descending order of predictor importance in separating these sub-clusters.

: a) b)
Immunophenotype Bright sl s of oy G
.|

(5-tier classification) Moderate . .
1
Variable Z m )
Two Step Cluster ; 1 —
: Negative : |

PCA ana IySIS Co-occurrlng SENE mutations Figure 5: a) Frequencies of genes mutated in the myeloid cluster. b) Differences in the
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l l frequencies of genes mutated between the two sub-clusters of the myeloid cluster.
Significant differences were found in the frequencies of DNMT3A and IDH2.
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Correlation of Clusters with co-occurring mutations

DNMT3A mutation IDH2 mutation
by chi-square test L ovalue o-value
Sub-clusters 0.031 0.048
CD13 0.005 0.001
Correlation of individual markers HLADR 027 0018

and gene mutations

Table 2: Table showing significant association of DNMT3A and IDHZ2 with the sub-

_ . clusters, CD13 and HLADR expression. CD13 and HLADR are positively associated with
All statistical analyses were performed on SPSS version 29. DNMT3A and negatively associated with IDH2.
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- . ’ . e TET2 mutations in the myelomonocytic cluster compared to the myeloid cluster.
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Figure 1: a) PCA plot showing two distinct clusters of NPM1m+ AML based on Table 3: Shows significant associations between markers and DNMT3A and IDHZ2 in
immunophenotype. b) Markers with descending order of predictor importance. the entire cohort.
Parameter Myeloid cluster Myelomonocytic cluster References
N 44 16 1. Prognostic Relevance of DNMT3A, FLT3 and NPM1 Mutations in Syrian Acute Myeloid Leukemia Patients, APJCP, 2022
Median bIast/equivaIent percentage 52 56 2. Molecular, clinical, and therapeutic determinants of outcome in NPM1 mutated AML, Blood, 2024
3. Genomic and transcriptomic determinants of clinical outcomes in patients with AML and DNMT3A mutations, Blood
Percentage of CD34 positivity 30 25 Cancer Journal, 2025
Percentage of HLADR positivity 52 31 4. A distinctimmunophenotype identifies a subset of NPM1-mutated AML with TET2 or IDH1/2 mutations and improved
outcome, Am J Hematol, 2018.

Table 1: Comparison of myeloid and myelomonocytic clusters.
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