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TDT data suggest that it may be a feasible approach to wait for genetic and other 
laboratory test results so that clinically stable patients are assigned the best 

available treatment option. 

Test and procedures at diagnosis for a patients with AML





However, the guidelines are largely 

based on intensively treated patients up 

to 60 years…….







Key updates of the revised AML MRD recommendations

1. Detailed MRD guidance is now tailored to each genetic subgroup, aligned 

with the ELN 2022 risk classification in adults receiving intensive 

chemotherapy. 

2. MRD burden is categorized as negative, low-level (LL)positive, or

positive. The LL-positive MRD (MRD-LL) category , defined as detectable

but not clearly prognostic, has been more broadly introduced across AML

subgroups and MRD technologies, including MFC. 

3. A qualitative MRD response category has been newly introduced to 

support contextual interpretation of MRD dynamics

4. Updated tables provide distinct MRD percentage cutoffs for each assay 

and target, reflecting both the biological heterogeneity within AML and the 

technical differences of MRD assays.

5. Based on new evidence,  MFC-MRD assessment is now recommended 

during the first year of follow-up after alloHCT, whereas (qPCR or 

ultrahigh-sensitivity (UHS) (NGS) MRD assessment isrecommended for 24 

months after alloHCT.

6. Lower MRD cutoffs for NPM1 are now recommended, with

specific distinctions between PB and BM levels.

7. FLT3 internal tandem duplication (ITD) mutation testingusing UHS-NGS

is recommended after 2 cycles of CHT and before alloHCT. Based on more

limited evidence, testing at EOT and during follow-up is suggested.

A total of 56 recommendations were formulated, with 53 achieving a high level of consensus (≥90%). These 
updated guidelines represent a major step forward toward harmonizing MRD assessments in AML and enhancing 
its clinical utility across diverse treatment settings -





The criteria, suggested by Ferrara et al, are commonly 
incorporated into eligibility criteria and were validated in a large 
cohort of pts for predicting shorter-term mortality after intensive
chemotherapy treatment in AML.







But…..,with multiple therapeutics emerging in recent years, the paradigm 
has shifted toward “who would benefit from intensive chemotherapy” 
rather than who is deemed fit.





After a median follow-up of 60.6 months, improved median OS with CPX-351 versus 7+3 was maintained, with a HR that was very stable 
and consistent with the primary endpoint analysis KM-estimated survival rates were higher for CPX-351 versus 7+3 at 3 and 5 ys

















ALFA-0701 MRD negativity





In conclusion our findings, though limited by the retrospective ,nature of the study and the small sample size, confirm in a 

real life setting the efficacy and toxicity data reported in clinical trials of com bination of GO + “3 + 7 ″ . This study 

suggests the feasibility of GO-based treatment given also in patients older than 60 years and as a bridge to allo-

HSCT. Moreover, fitness assessment, prophylaxis, prompt management of infectious toxicities and VOD are crucial in the 

man agement of this advantageous strategy for the treatment of AML.  

47









OS from relapse . Stratified by (A) age  (,55 years or $55 years) and (B) duration of first CR (#12 months or .12 months
) from ECOG-ACRIN trials from 1 984 to 200 8.4 Re printed from Ganzel e t al4 with permiss ion. CNSR, censor.

➢  has presented challenges for hematologists for decades.

➢ outcomes are consistently disappointing with median OS about 6 months and a 5-year OS rates of ∼10%.

➢  no universally accepted standard therapy other than the enrollment into clinical trials

➢  15-20% of patients demonstrate Primary Induction Failure  (PIF) 

➢ HSCT is the only reliable option with curative potential with OS in 20%–35% at 4 years.

➢ relapse after allo-HSCT occurs in 25%–55%

Relapsed or refractory  acute myeloid leukemia (R/R AML)

Susan DeWolf1 and Martin S. Tallman1,2, 2020 | VOLUME 136, NUMBER 9
Ganzel C, et al. Am J Hematol 2018;2018:25162 

➢ Medical assessment

➢ Cytogenetic and mutational analysis

➢ Check availability of clinical trial





The median  OS in the gilteritinib group was significantly longer than that in the CHT group (9.3 mos vs. 5.6 mos; HR, 0.64; 95% [CI], 
0.49 to 0.83; P<0.001. 
The ORR was 34.0% in the gilteritinib group and 15.3% in the CHT  group.   
Long –term survival is limited by the development of drug resistance mutations in persistent FLT3+ clones.



Intensive induction chemotherapy is often reserved for younger or fit older patients. 
There are no standard guidelines regarding the optimal regimen to achieve CR prior to allogeneic HSCT. Although CR rates greater than 
45% are seen with the combination of purine analogues and Ara-C, a high relapse rate greater than 40% and short remission duration 
(4–11 months) suggest that HSCT should be pursued as soon as CR is achieved.



The  OS was comparable between those treated with 
immediate alloSCT(4-yearOS of 46% [95% CI: 36%–55%]) 
compared with salvage therapy followed by alloSCT (4-year 

OS of 49% [95%CI: 39%–59%]), p = 0.42. Given similar OS 
and complete remission rates at day 56 post-alloSCT(79%
vs. 83%), despite the study not meeting its primary 

endpoint of non-inferiority,the results suggest that 
immediate alloSCT may be a reasonable approach in some 
patients, especially if very intensive conditioning is used.





Patients who achieved a response to venetoclax-HMA had a higher chance of successful bridging, with 79% of patients able to reach consolidation. In comparison, the 
AVALON study reported that 70% of patients received an allogeneic transplant in CRc or MLFS.7 In the VEN-DEC GITMO trial, in which newly diagnosed older patients 
(median age: 68.5) received venetoclax-decitabine intending to transplant, CR was reached in 69% and transplant in 57%.14 Venetoclax-HMA has high bridging rates for 
R/R patients achieving a response, even when compared to newly diagnosed patients. 

Verdeyen k e, et al. Haematologica 2026; Petracci , et al. Br J Haematol. 2026;208:752–757

The  study provides further evidence supporting the feasibility and effectiveness of HMA- VEN as a bridge to allo- HSCT in patients with REF/REL AML. In this real- world 

Italian cohort, about a quarter of the REF/REL AML patients treated with HMA- VEN were able to proceed to allo- HSCT, with promising post- transplant outcomes in terms of 

remis sion, survival and manageable toxicity. Our results show that 72.2% of patients undergoing allo- HSCT after HMA- VEN achieved CR or CRi prior to transplant, 

consistent with previous studies reporting high CR/CRi rates in the REF/REL setting with VEN- based regimens. Post- transplant, 1- year OS, EFS, CIR and NRM were 53.4%, 

47.4%, 18% and 34.2% respectively.









NE VEDREMO DELLE BELLE……





THE PARADIGM IS CHANGED!!!!

The modern AML algorithm is moving toward personalized, dynamic, and combination-based care

✓ AML treatment has shifted from a one-size-fits-all cytotoxic approach to biology-driven therapy. 

✓  Patient fitness……but also ” fitness for biology!!!!”

✓  Response goals are shifting from “any remission” to “deep and molecular remissions (MRD)”

✓ Triplet and sequential strategies are emerging for synergy without excessive toxicity

✓ Toxicity management has become a key determinant of regimen choice

✓ Transplant remains central, but the pathway to transplant is changing . Better front-line disease 

control with targeted therapies and venetoclax combinations increases the number of pts who reach 

transplant in remission.  

✓ Clinical trials …

 

CONCLUSIONS



GRAZIE



NE VEDREMO DELLE BELLE……









Guolo F, et al .American Journal of Hematology, 2025; 100:2293–2304; Mattthews A, et al. Blood Advances 2022; 13

Completion of all allowed CPX- 351 cycles was beneficial only in pts not proceeding to transplant (p < 0.05), whereas in 

transplanted pts additional CPX- 351 cycles did not improve outcome. Analysis suggests that also s- AML pts with NPM1 

mutations and those belonging to the ELN 2017 favorable risk category benefit from CPX- 351. In eligible pts, allo-HSCT should 

be performed as soon as a CR is achieved, whereas pats not undergoing transplant benefit from a complete CPX- 351 schedule.



Variables that favored response to ven/aza over IC included older age, secondary AML, and RUNX1 mutations. AML M5 favored response to IC over ven/aza. 
In the propensity matched cohort analyzing OS, older age, adverse risk, and RUNX1 mutations favored ven/ aza over IC, whereas intermediate risk favored IC 

over ven/aza. Pts receiving IC have improved OS compared with those receiving ven/aza. However, in a propensity-matched cohort of pts with equivalent 

baseline factors, there was a trend toward favorable OS for ven/aza. Specific variables, such as RUNX1 mutations,

Cherry EM, et al. Blood Advances 2021
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