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MRD: nuovo endpoint surrogato (OS, EFS) nella AML?
Quali tecnologie?; quali time-points?

L’era della chemio intensiva di prima linea 

(“AML Dogma”) è ormai prossima alla fine?
Eccellenti risultati (CR/CRi, tossicità) con nuovi farmaci mirati 

(Venetoclax in primis) in combinazione con HMAs o chemio a

bassa intensità (LDAC) in pazienti anziani poor-risk 

(età/fitness, biologia)

Tutti gli anziani?

Anche nei giovani?

Chi dovrebbe continuare ad essere trattato con chemio 

intensiva?







 Genomic knowledge does now also facilitate monitoring 

of MRD ( DPCR, NGS, qRT-PCR, MFC ).

 Comprensive and individualized MRD assessment is useful

to identify pts at high relapse risk at early time points.

 Genomic knowledge will allow us to better guide the use of

novel drugs





Problematiche nella real life per la valutazione 

della MRD 

Quali BioMarkers PML/RARα,  NPM1,

MFC ma in tutti i Laboratori è standardizzata ? no

Sono necessari altri trials?

Potremmo utilizzare la piattaforma LabNet AML anche per

standardizzare ?



L’era della chemio intensiva di prima linea 

(“AML Dogma”) è ormai prossima alla fine?

Chi dovrebbe continuare ad essere trattato con CHT 

Intensiva?

Tutti i pazienti elegibili per la CHT standard/intensiva !!

DNR/IDA (> 60mg/m, 12 mg/m) ; ARA-C 100-200-1000mg)

FLAG-Ida ?





Age-related frequency of 

gene mutations in AML

Bullinger L et al. JCO 2017 





Midostaurin plus Chemotherapy for 

AML with a FLT3 Mutation

Stone MR et al. NEJM 377:454-464, 2017

The addition of the multitargeted kinase inhibitor midostaurin to standard

chemotherapy significantly prolonged overall and event-free survival among patients

with AML and a FLT3 mutation



Resistance to FLT3 Inhibitors

Ghiaur G et al. Hematol Oncol Clin North Am 2017



Enasidenib induces AML cell differentiation 
to promote clinical response.

CR with persistence of mIDH2 and

normalization of hematopoietic stem and

progenitor compartments with emergence of

functional mIDH2 neutrophils were observed.

In a subset of CR patients, mIDH2 allele

burden was reduced and remained

undetectable with response.

Co-occurring mutations in NRAS and other

MAPK pathway effectors were enriched in

nonresponding patients, consistent with RAS

signaling contributing to primary therapeutic

resistance.

Together, these data support differentiation

as the main mechanism of enasidenib

efficacy in relapsed/refractory AML patients

and provide insight into resistance

mechanisms to inform future mechanism-

based combination treatment studies

Stein EM et al. Blood  2017

Amatangelo MD et al. Blood.  2017



Wouters BJ. Blood  2017

Enasidenib induces AML cell differentiation to promote 

clinical response





Amadori S. 2016















Pts 346 ( 2569 samples)











Brunetti C et al. Expert Rev Hematol. 2017 Aug 24:1-10. [Epub ahead of print]

CPX-351 in AML







Restoration of TET2 Function Blocks Aberrant Self-

Renewal and Leukemia Progression

Cimmino L et al. Cell 170:1079-1095.e20, 2017

Agathocleous M et al. Nature 21 August 2017 






