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Molecular complexity of AML

Hierarchical complexity of AML
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Sobas et al, Haematologica 2024
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Annual number of HCTs in patients 70 years and 
older with AML

Walter RB et al Blood. 2024



Dohner H et al, Blood 2022

Stratification of risk in AML

Allogenic transplant in CR1
In adverse risk no role for MRD

No allogenic transplant in CR1
Evaluate molecularly MRD

MRD oriented ?



SCT in CR1
HR 0.61

SCT outside CR1
HR 0.98

Arm 4-year Survival

MIDOSTAURIN 51.4% (95%CI: 46, 57)

PLACEBO 44.2% (95%CI: 39, 50)

MIDO
(N=360)

PBO
(N=357) p *

CR by day 60 212 (59%) 191 (53%) 0.15

CR in induction/consolidation 239 (66%) 211 (59%) 0.045
Time to CR, median (range) 37 days (20-99) 36  days (20-112)

Transplanted patients (59% of enrolled)

RATIFY/C10603

Survival on Midostaurin

Stone RM, et al. N Engl J Med. 2017;377(5):454-464



Results: OS in Patients Who Received Maintenance by Allo-HCT and by 
Treatment Arm

Levis MJ, et al. ASH 2024. Abstract 2890. | CONFIDENTIAL

• Among 119 patients who underwent allo-HCT before 
receiving maintenance, a survival difference between arms 
was not demonstrated (Figure 6A)
– The number of transplanted patients proceeding to maintenance 

was different between arms (71.4% with quizartinib vs 55.1% with 
placebo; Figure 5) 

– The number of OS events is limited, accounting for 16.8% of the 
119 patients 

– The 95% CI of the HR is wide (at 0.623-4.220) 

• Among 89 patients who received maintenance without prior 
allo-HCT, quizartinib provided an OS benefit over placebo 
with a 60% reduction in the risk of death (Figure 6B)
– The number of patients in the 2 arms was similar, with a similar 

proportion of patients without allo-HCT in both arms proceeding 
to maintenance (Figure 5), and the number of OS events 
accounts for 34.8% of the 89 patients (Figure 6B)

Figure 6. OS in Patients Who Received Maintenance by Allo-
HCT and by Treatment Arm

aIncludes protocol-specified allo-HCT. bThere were 6 patients who underwent allo-HCT during maintenance (4 in the 
quizartinib arm and 2 in the placebo arm); these 6 patients are included in this plot. 
Allo-HCT, allogeneic hematopoietic cell transplantation; CI, confidence interval; HR, hazard ratio; NE, not estimable; No, 
number; NR, not reached; OS, overall survival.

9





CODICE INTERNO



Jimenez-Vicente et al, BCJ, 2025

VEN/HMA treatment





CODICE INTERNO

AMLM26 INTERCEPT for MRD-directed therapy in AML.

Si precisa che è rimborsata dal SSN la sola combinazione venetoclax+azacitidina in pazienti affetti da AML  non precedentemente trattati,non eleggibili a chemioterapia intensiva;sabatolimab non è 
approavto per il trattamendo della LMA; in italia gli inibiori della menina non sono approvati pe ril trattamento della LAM;in Italia è rimborsata dal SSN la sola combinazione ivosidenib+azacitidina per i 
pazienti affetti da AML non precedentemente trattata,non elegibili a chemioterapia intensiva





Si precisa che in italia gli inibitori della menina  non sono approvati per il trattamento della AML RR;in Italia è rimborsata dal SSN la sola combinazione ivosidenib+azacitidina per i 
pazienti affetti da AML non precedentemente trattata,non elegibili a chemioterapia intensiva; in Italia è rimborsata dal SSN la sola combinazione venetoclax+azacitidina in pazienti 
affetti da AML  non precedentemente trattati,non eleggibili a chemioterapia intensiva
. 



VEN + IC in AML: MRD-Negative Response Rates and SCT Rates
VEN + IC compared with IC resulted in increased alloHSCT
incidence and lower incidence of death
• AlloHSCT VEN + IC 79% vs IC 57%; P = .012
• Early death VEN + IC 5% vs IC 26%; P = .018

AlloHSCT Rates Between Cohorts
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Lachowiez CA, et al. Lancet Haematol. 2022;9:e350-e360.
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p: 0.0028 p: 0.0059

VEN + IC compared with IC resulted in
• Earlier responses
• Increased overall response rate
• Increase in MRD-negative CR rates
• Increase in MRD-negative CR rates in ELN adverse risk

MRD-Negative Response Rates Between Cohorts





Mantzaris et al, ASH, 2024

3 + 7 + VEN





CODICE INTERNO
Si precisa che è rimborsata dal SSN la sola combinazione venetoclax+azacitidina in pazienti affetti da AML  non precedentemente trattati,non eleggibili a chemioterapia intensiva



Grenet et al, ASH 2024



Grenet et al, ASH 2024



12. (consensus not reached) Adverse genetic/cytogenetic 
profiles are not a contraindication to IC in older fit patients 
[LoE IV; GoR B]

PANEL RECOMMENDATION: Although an agreement was not reached, 67% 
of the panelists concurred that no clear contraindications exist to treating 
adverse risk, older, fit patients with adverse-risk profiles using IC. 
The lack of consensus on this issue stems from unsatisfactory results when 
treating patients with adverse risk with either intensive or non-intensive 
approaches. The authors agree on the necessity to implement treatment 
strategies for this patient population.

Venditti et al, Blood Adv, 2025



Tarantini et al, 2024



ASH 2023, Ed. Program  



Othman et al, Blood Neoplasia, 2024



Othman et al, Blood Neoplasia, 2024

Si precisa che in Italia è rimborsata dal SSN la sola combinazione venetoclax+azacitidina in pazienti non precedentemente trattati e non eleggibili a chemioterapia intensiva



Total: 188 patients from 30 Italian  centers 

Eleven (6%) pts were submitted to an allogeneic stem cell transplant 
after having received 4 courses of VEN+HMA and being in CR/CRi.

Venditti et al, ASH, 2023



433 randomized

Two patients in the azacitidine–venetoclax group and 1 patient in the 
azacitidine–placebo group underwent transplantation after discontinuing 
azacitidine–venetoclax or azacitidine–placebo 



How to select patients who are candidate to VEN/HMA ?

Ferrara et al, Leukemia, 2013



Wei  & Daver, Blood, 2024

• The published experience for allo-HCT after AZA-VEN remains limited, with 
current data indicating the proportion transplanted after AZA-VEN ~10-17% 
and the median time from initial therapy to transplant ~5 months.

• In our practice, we consider HCT in patients up to the age of 75 years with 
good performance status, intact organ function and strong social/logistic 
supports, with each patient evaluated on a case-by-case basis.



ASH 2023, Ed. Program  



Farina et al, 2025



Speaker suggestion 









Progression Free Survival

.
Geissler K et al. Br J Haematol. 2024;00:1–12

Overall Survival

Oral Decitabine/Cedazuridine vs Intravenous decitabine for AML: final results of a 
randomized, crossover, registration enabling Pharmacokinetics study (phase 3 study)
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