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Topics

• What is high risk AML?
• New drugs in frontline treatment of fit and unfit patients
• New drugs in the relapsed AML setting
• New uses of old drugs



• Clinical Features:

• Older age (generally >60 years) at diagnosis.

• Poor performance status or significant comorbidities.

• High white blood cell count at diagnosis.

• Genetic and Molecular Abnormalities:

• Certain chromosomal abnormalities such as complex karyotype (three or more chromosomal abnormalities), 
monosomal karyotype.

• Specific gene mutations like TP53 mutations, FLT3-ITD with high allelic ratio, or mutations in ASXL1, RUNX1, or 
others.

• Secondary AML, which arises after prior chemotherapy, radiation, or from a pre-existing blood disorder such as 
myelodysplastic syndrome (MDS) or myeloproliferative neoplasm (MPN).

• Response to Treatment:

• Failure to achieve remission after initial induction chemotherapy.

• Persistent or rising Measurable Residual Disease ( MRD)

• Early relapse after initial remission.

What is High-Risk AML?



High risk AML patients= high risk of relapse

High Risk AML fit patients: aim is to get an Allogeneic SCT



ELN 2022 AML Risk Stratification



Treating Secondary and therapy related AML: Study 301





P 0.037

AML MR in Study 301

Shai Shimony et al; ASH 2024





Flt3 mutated AML Quantum first and ratify



Slide courtesy Prof S Knapper





KMT2Ar AML: Combining menin inhibitors with intensive chemotherapy

Ziftomenib combined with intensive induction (7+3) in newly 
diagnosed NPM1-m or KMT2A-r acute myeloid leukemia: 
KOMET-007

Well tolerated

CR rates 83% with 75% MRD negativity

Amer Zeidan; ASH 2024



Adding venetoclax to existing regimens



Di Nardo et al; Leukaemia 2025



FLAG-Ida-Ven in frontline: Outcomes



What about High Risk AML pts fit for intensive 
but cannot have a transplant?

Maintenance with oral Azacitidine: QUAZAR Trial





Frontline Non intensive: VIALE-A



Risk stratification in non intensively treated pts: Risk calculators



Ivosidenib + Aza in IDH1 mutated AML: AGILE  trial 



Triplet regimens on Ven-HMA backbone for unfit AML

• Ven-Aza + Ivo/ Enasidenib for IDH1/IDH2m AML
• Oral Decitabine + Ven+ Ivo/Enasidenib
• Ven-Aza +/- Revumenib

Courtney Di Nardo; JCO 2025



Ven-Aza +



Frontline for older AML: Clad-LDAC-ven-aza





All oral non intensive: Ven+ cedazuridine + decitabine (ASCERTAIN-V trial)

Zeidan A, Griffiths E, Dinardo C, et al. Abstract 6504. Presented at the 2025 Annual Meeting of the American 
Society of Clinical Oncology; May 30-June 3, 2025; Chicago, Illinois.





Flt3 mutated R/R AML: ADMIRAL trial



Menin inhibitors in relapsed NPM1/ KMT2A mutated AML





In trials/ therapeutic options:

Pivekimab Sunirine
Cusatuzumab
HMA maintenance
DLI’s

Treatment of TP53 mutated AML



Summary: New therapies in HR AML 

• Identification of HR AML at diagnosis, targetable mutations and using MRD detection through 
treatment

• Targeted therapies may add efficacy and reduce toxicity in intensive and non intensive 
chemotherapy regimens

• Sequencing non intensive chemotherapy may improve outcomes in older patients

• Design of clinical trials with new therapies and participation in clinical trials is paramount
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