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Patient Profile & Baseline

OCTOBER 2025

65-year-old male, Veterinarian
Former smoker (25 cig/day)

History: 2022 incidental monocytosis/neutropenia (external follow-up)

Performance Status: ECOGO

Donor: 25-year-old HLA-haploidentical daughter
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Clinical Presentation

Presentation: Fatigue, anemia, thrombocytopenia, and leukocytosis
Labs: Hb 11.7 g/dl, WBC 36.7x10%uL, PLTS 85x10%/puL
Peripheral blood Smear: 50% myeloid blasts

Diagnosis: Acute Myeloid Leukemia (AML)
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Diagnostic Workup & Fitness (Hu pretreatment)

Marrow Blasts: 92% (Cytomorphology)

Immunophenotype: CD45+, CD33+, CD38+, CD117+, CD123+
Genetics: Normal male karyotype; FISH neg (KMT2a, p53)
Molecular: NPM1-mutated (NPM-A), FLT3 wild-type

Fitness: LVEF 60%; Lung Function: Within normal limits

CT scan:
* Mucosal inflammatory changes left maxillary sinus, ipsilateral ethmoid air cells.

e Lungs: Subpleural and posterobasal bilateral interstitial thickening.
e Emphysema: Small paraseptal emphysematous bullae in the upper lobes.
e Colon: Sigmoid diverticulosis with no signs of active inflammation
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NPM1-mutated, FLT3-WT AML
ELN 2022 Risk: Favorable Eligibility: FIT for intensive chemotherapy

Strategy: DNR-Ara-C (3+7) + Gemtuzumab Ozogamicin (GO)
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Induction Phase & Complications

Regimen: DNR-Ara-C (3+7) + GO
Supportive therapy: filgrastim, acyclovir, posaconazole, TPN

D+3: Grade llI/IV Hemorrhage (gingival, hematuria)
D+4: S. Aureus Sepsis (Pip/Tazo + Daptomycin)
D+27 & D+42: Febrile Neutropenia

Note: D+7 GO dose and final Ara-C dose omitted due to

complications
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Response Evaluation

Hematologic Recovery: ANC >0.5 (D+49), PLTS >50 (D+27)

Bone Marrow (D+55): Hematological CR; NPM-A: 51.329x10~
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Consolidation & PBSC Mobilization

Consolidation: DNR/Ara-C/GO
Prophylaxis: Posaconazole, Acyclovir, Daptomycin ( S. Aureus sinusopathy)

Toxicity: D+10 febrile neutropenia: Ceftazidime-Avibactam, tygecicline,
gentamicin (Rectal swab: Klebsiella p. KPC+)

Mobilization: Filgrastim 10ug/kg
Collection (D+16): 4.11x10° CD34+/kg

Post-consolidation MRD: NPM1 4x104
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Therapeutic Strategies & Rationale

Option 1: GO-based Approach
Based on ALFA-0701 data.

Allows maintenance with oral HMA (QUAZAR trial).
Option 2: MRD-driven Strategy
Supported by GIMEMA 1310 and 18109.

Goal: Tailor Allogeneic Stem Cell Transplant (allo-SCT) based on disease
clearance.

Option 3: Intensive Consolidation/Allo-SCT

Not suitable for this patient due to favorable risk and excellent
molecular response............
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But Does it tell the whole story?

Core Question:

Would baseline NGS data
have altered the treatment path?
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Diagnostic Impact

|dentification of MDS-associated mutations could have reclassified the

case as "Secondary AML," potentially making the patient eligible for
CPX-351.

1 L , * Fit patients with AML aged >60 vy
CPX-331 vs daunorubicin, cytarabine, and without known adverse-risk

cytogenetics, were randomized DA

oemtuzumab ozogamicin in older adults with ~ chemotherapy plus gemtuzumab
. 1 . against CPX-351
non-adverse-tisk AML: the NCRI AMLIS trial

Knapper S. Blood,2026 « Response and survival were better

with DAGQO, including in those
patients with MDS-related
mutations
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Unravelling co-mutational patterns with prognostic
implications in NPM1 mutated adult acute myeloid leukemia
a HARMONY study Hernandez-Sanchez, Leukemia 2026

NPM1 prognosis Is
influenced by co-mutations ELN 2022 _ HARMONY _
(e.g., DNMT3A, FLT3, or | i

'secondary-type”
mutations). 77
Triple-positive status - .
(FLT3/DNMT3A/NPM1) -

carries a significantly worse sz
prognosis. )
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Impact of myelodysplasia-related and additional
gene mutations in intensively treated patients with
NPM1-mutated AML

Mutational landscape of NPM1™* AML
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Mutation- and MRD-informed treatment
decisions for the transplant-eligible AML patient

How genetic aberrations and MRD instruct diagnosis and treatment of AML patients

v v v v
Pre-emptive
ELN subgoup | Induction Consolidation Maintenance or salvage
PN oy AN N PN
CHROMOSOMAL
ABERRATIONS

MEASURABLE RESIDUAL

DISEASE
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Case Management & Decision Making

» Patient Profile:

 NPM1+ / FLT3- AML (Mylotarg eligible).

» History of unexplained leukocytosis/monocytosis (suspected prior MDS).
» Satisfactory disease clearance (4 NPM1 copies).

» Selected strategy: 2nd consolidation cycle followed by maintenance.
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Future Outlook & Monitoring

Risk Profile: Despite "favorable" risk, the absence of CBF and
presence of potential co-mutations require caution.

MRD Monitoring: Strict follow-up of the NPM1 signal mandatory.

Relapse Strategy:

In case of molecular relapse, the patient remains a candidate for
allo-SCT given the age and Performance Status (PS).

Current strategy preserves the transplant option for a later stage if
needed.
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Beyond intensive CHT in NPM1-mutated AML?

PARADIGM (Fathi A. Blood 2025;146:6—7)

\_ /

* A phase 2 randomized multi-center study comparing azacitidine and venetoclax to conventional
induction chemotherapy for newly diagnosed fit adults with acute myeloid leukemia®.

4 )

VINCENT (NCT05904106)

\ /

* A randomized-controlled trial evaluating venetoclax plus azacitidine versus intensive
chemotherapy in patients with newly diagnosed, NPM1-mutated AML

VICTOR (EudraCT: 2020-000,273-24)

\ /

* Venetoclax combined with low-dose cytarabine compared to standard of care intensive
chemotherapy vo the treatment of favourable risk adult acute myeloid leukemia
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