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• 8336 patients were diagnosed between January 1, 2000 and December 31, 2009, >66 years.
• 3327 (40 %) patients received chemotherapy within 3 months of diagnosis.
• treated patients exhibited a significant 33 % lower risk of death compared to untreated patients. 

Medeiros BC et al. Ann Hematol 2015

AML in the elderly population: 
few patients are treated 



Why? 



• a total of 9613 patients were diagnosed with 
AML.

• the proportion of patients receiving 
chemotherapy declined with age (59.0% vs 
29.3% among patients ages 19-59 vs > or =60 
years).

Alibhai  SMH et al. Cancer 2009

Disparity in the treatment of elderly 
AML patients

19-59

60 PLUS



Medeiros BC et al. Ann Hematol 2015

Intensive treatment offers 
the best outcome

INTENSIVE THERAPY

HMA 
NOT TREATED



Older adults with newly diagnosed AML: hot topics for the practicing clinicianLai et al. ASCO 2023

Older patients with AML deserve 
individualized treatment



SIE guidelines for AML pts>60 years

AML SIE guidelines, 2023



SIE guidelines for AML pts>60 years

AML SIE guidelines, 2023



FLAI/FLAG-IDA…why?

Toxicity

alloHSCT 
feasibility

CR rate

Quality of 
life

Early 
mortality 

rate



FLAG-IDA schedule

Burnett A et al, JCO 2013 



FDR triphosphate, 
the active metabolite of FDR, 

inhibits ribonucleotide 
reductase with subsequent 

accumulation of intracellular 
ara-CTP

A positive correlation has been 
found between

intracellular ara-CTP levels and 
remission rates 

G-CSF prior to FDR increases the 
fraction 

of cells in cycle when they are 
most vulnerable to ara-C and 
enhances the incorporation of 

ara-C into DNA 

Idarubicin was found to be less 
susceptible to multidrug 

resistance compared with other 
anthracyclines in human 

leukaemia cell lines

Virchis A et al, BJH 2004; Gandhi and Plunkett, 1988; Gandhi et al, 1993; 
Estey et al, 1990; Tafuri and Andreeff, 1990

Rationale



JCO 2013 

13% pts age>60 years



Burnett A et al, JCO 2013 

ORR 86%
30 day mortality 10%



Burnett A et al, JCO 2013 

No differences in terms of OS



Russell N et al, BJH 2022



Guolo F et al, 2016

N=105
CR 1st course: 79.1%
CR 2nd course: 83.8%

HIGH RISK

30-day mortality: 4.8%



Leukemia 2018

28% pts age>60 years



Burnett A et al, Leukemia 2018

No differences in terms of ORR, 30 day mortality
Better long term OS for FLAG-IDA pts



Burnett A et al, Leukemia 2018



AJH 2011

ORR 55%; Ind death 16% (32%>80 yrs)



AJH 2011

OS

OS in CR+CRi

70-79 years

>80 years



Scappaticci G et al, Ann of Hematol 2018

ORR: 65.6% (FLAG) vs 37.5% (CLOFA)
alloHSCT: 19% vs 8.3%
30 day mortality: 3.1% vs 21.9%



Scappaticci G et al, Ann of Hematol 2018



Othman J et al, Blood Adv 2023



Othman J et al, Blood Adv 2023



Othman J et al, Blood Adv 2023



Othman J et al, Blood Adv 2023



OS in fit patients with adverse cytogenetic risk stratified by treatment
Median OS in FIT patients with adverse 

cytogenetic risk:

Intensive 
chemotherapy:

9.2 months
(CI 95%: 2,7–15,8)

Non-intensive 
chemotherapy: 

7.8 months
 (CI 95%: 1,9–

13,7)

p=ns

Borlenghi E et al. J Geriatr Oncol 2021

Biological fitness plays a key role 
in elderly HR patients

NEW APPROACHES ARE REQUIRED!
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Safety

Potentially related Unrelated

2 4 6 8246

Grade 2/3

Grade 4/5

Number of events

Prolonged cytopenia

Invasive fungal infections

Meningitis and encephalitis

Pneumonitis

Sars COV2 infection

Sepsis

Infections of skin and soft tissue

Intestinal perforation

CNS hemorrhage

Pulmonary hemorrhage

Respiratory failure

GVHD

1.8%

5.3%

30-days mortality

60-days mortality

Marconi G et al, ASH 2022



• Age should not be the only determining factor in the choice of treatment for elderly (importance of
biology)

• Need for applicable and reproducible fitness algorithms aimed to better identify older patients who
potentially could benefit from intensive treatment

• IC remains the treatment strategy offering better chances for prolonged survival in fit elderly patients
and FLAI/FLAGIDA as induction is a valuable option (offering high CR rates), mostly for those pts who
can proceed to an alloSCT (interaction with BMT unit is mandatory!)

• However, in elderly patients disease biology should drive our choices (eg CPX for AML with MDS related
genes)

• New approaches, beyond chemotherapy, are required for those patients (eg TP53 mut) who, despite an
excellent fitness, are not likely to respond to IC

• Maintenance therapy should be contemplated in the therapeutic algorithm for elderly AML patients
after achieving CR/CRi with intensive treatment

Take-home message
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