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Introduction: Molecular abnormalities in multiple genes cause acute myeloid leukemia (AML), a clinically and European LeukemiaNet - Conventional Care Regimens®
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TET2 205 WE2 10 mg/m2 IV over 3 hd1-5 or 6), or
Methods: Using the MyAML® next generation sequencing (NGS) panel targeting 194 genes, we analyzed the genetic wr1 .. . 10>VAF 22 High-dose therapy and autologous HCT
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Intermediate/adverse-risk genetics

No established value of intensive consolidation therapy; consider allogeneic HCT
in patients with low HCT-Comorbidity Index, or investigational therapy

Results: In all cases the NPM1 mutations co-occurred with mutations in the FLT3 tyrosine kinase, DNMT3A
methyltransferase, IDH1 or IDH2 isocitrate dehydrogenase genes. All FLT3 mutations were located in the protein
kinase catalytic domain and most mutations were internal tandem duplications (ITD). Four samples included more
than one FLT3-ITD. Most of the DNMT3A mutations were detected at the mutational hotspot Arg882; all IDH1
mutations were at the mutational hotspot Argl32; most /DH2 mutations were at mutational hotspot Argl40, and all
SRSF2 mutations were found at mutational hotspot Pro95. Mutations in IDH2 were more frequent than in IDH1, and
mutations in these two genes did not co-occur in the same sample. FLT3-ITDs had the largest variability in allele
frequency, when compared to mutations in DNMT3A and IDH1/2. The NPMI™u/FLT3™°/DNMT3A™m! genotype, in a dosage of 20 mg/m?2 SC once daily. HCT, hematopoietic cell transplantation
associated with poor prognosis in AML patients, was observed in 6 samples (~¥27%), close to a previously reported

frequency3. All samples included mutations in the epigenetic modifiers DNMT3A, IDH1/2, TET2 and WT1, which are

involved in the DNA methylation/hydroxymethylation pathways.
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I Patients, at least those aged 18 to 60 y, with newly diagnosed AML and activating FLT3 mutations may be
considered to receive additional therapy with midostaurin (administered after the chemotherapy). § Results from
assessment of MRD should be taken into account for selecting consolidation therapy. ** In some countries used
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