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DNMT3A AS AN EPIGENETIC SCAFFOLD IN ACUTE MYELOID LEUKEMIA- 
SYNERGISTIC MUTATIONAL LANDSCAPES AND THERAPEUTIC IMPLICATIONS
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MOLECULAR PROFILING

32 gene somatic myeloid panel
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CONCLUSION

DNT3A mutations occur in -20-25% of AML

and are early clonal events associated with

adverse outcomes.

They frequently co-occur with driver 

mutations (IDH1/2, NPM1, FLT3, TP53,

TET2) that influence prognosis and 

therapeutic response.

Next-generation sequencing (NGS) allows

precise characterization of the mutational

landscape and supports individualized 

treatment decisions.

CASE 1

• 67 y.o. male

• ELN – Adverse (KMT2E(7q22), CUL1(7q36) del 57%)

• Treatment and Outcome – Aza/Ven & 7+3 (no 

remission), then Aza/Ven + enasidenib (remission)

CASE 2

• 75 y.o. female

• History of breast cancer

• ELN – Adverse (cytogenetic: -5, -17)

• Treatment and Outcome – Aza/Ven (no remission, the 

patient subsequently died)

CASE 3

• 67 y.o. male

• ELN – Intermediate

• Treatment and Outcome – Aza/Ven & 7+3 (no 

remission), then ivosidenib (on therapy)

CASE 4

• 57 y.o. female

• ELN – Favorable

• Treatment and Outcome – 7+3 (remission), then 

relapse – FLAG-Ida (remission)
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PATIENT COHORT

• 10 patients with AML

• Median age – 62 years

• Age range: 26-75

NGS WORKFLOW

Our findings emphasize that DNMT3A mutations serve

as a critical epigenetic scaffold for secondary

mutations. Comprehensive NGS profiling identifies

these synergistic clusters, enabling a shift from

standard "7+3" protocols to personalized, targeted

combinations (e.g.,IDH inhibitors) that can overcome

epigenetic block in relapsed/refractory AML.
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