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Age as a negative prognostic factor, intensivelly treated AML

Hagop Kantarjian, BCJ 2021; Thomas Heinicke, Ann hemat 2023



Patients >60yo intensively treated

Heiko Becker JCO 2009; Leo Ruhnke Blood Adv 2024



Therapeutic window of HSCT in CR1 after intensive treatment >60yo 
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Who’s out of therapeutic window?

Personal opinion
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Tools to 
avoid

transplant

• Good 
prediction
models

• Reliable
monitoring

• Effective 
rescue

low risk of death due to 
leukemia

excess in non-relapse 
mortality



MDS: a model in which delaying HSCT may be beneficial for a subset

C.A. Tentori, JCO 2024

Low risk of 
death with 
conservative 
approaches



DDX41

Nicolas Duployez, Blood, 2022; Aref Al-Kali BCJ 2022

DDX41mut pts treated with CHT do not
benefit form HSCT

… and may not benefit from intensive 
treatment at all

N=13

N=27



DDX41 has exquisite sensitivity to venetoclax

Alex Bataller  AJH 2024, Naana BJH 2022

Center/author CR+CRi Alive
at 3yr

MDACC/ Bataller 22/25 
(88%)

22/25* 
(88%)

Mayo/Naana 10/10
(100%)

6/10**
(60%)

* 1 early death and 2 deaths after relapse
** 3 deaths in CR after HSCT, 1 death due to 
relapse



A significant proportion of elderly CBF-AML achieve long term survival

Mosna Hematologica 2025



NPM1

Jad Othman, blood, 2024

3+7 GO

VEN+AZA 
12 mesi

RNPM1 mut
FLT3 neg



IDH1

CA Lacheowiz, Blood Cancer Discovery, 2023

VEN+AZA+IVO

AZA+IVO

AZA+IVO+
VEN(7)

RIDH1 MUT



OS VEN+AZA relapse

Rabia Shahswar, Leukemia, 2024; G. Vetro (in preparation)



Remarks

(personal opinion)

• Standard chemotherapy has pitfalls in elderly, 
and remains largelly unsatisfactory

• VEN+AZA (and VEN+AZA+IVO) has subsets with 
exquisite sensitivity, and candidate as a 
transplant-sparing approach in selected patients

• Reliable MRD monitoring allow accurate 
decisions

• Effective rescue strategies are still missing

I’d not consider transplant in CR1 in 
15-20% of patients

CBF AML MRD-LL or 
MRD neg

NPM1m MRD neg

IDH1m MRD neg
treated with triplets

DDX41m MRD neg
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