
 Emerging Predictive and Prognostic Factors for AML

 Best Treatment Options for Patients with Newly Diagnosed
AML

 Best Treatment Options for Patients with 
Relapsed/Refractory AML

Novel Agents in Clinical Trials

Key Points in AML









Mutation classes in AMLa with a normal karyotype 
and their frequencies.

Vassiliou et al, EHA 2015



Indagini molecolari             Prognosi 



The choice of Therapy…….

Biological Characteristics of Leukemic Clone 
(Cytogenetic molecular risk group)

Patient age

General Conditions – Comorbidities (Diabetes,Liver
disease..)

Patient/Family Consensus



• SGN-CD33A in combination with HMA (phase 1/CD33+ AML)
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Novel formulation of Cytotoxic Chemotherapy

• CPX-351 is a liposomal formulation of Arac and DNR (5:1 molar)

P=.07

Phase 3 Study in sAML, age 60-75



VOSAROXIN is a quinolone derivative  that inhibits
Topoisomerase II without the production of Oxigen
free radicals that lead to the cardiac toxicity observed with
other Topo II Inhib.

In phase 3 study 711 pts primary refractory AML or Relapse 



Guadecitabina is a dinucleotide of Decitabine and 

Deoxyguanosine that increases the in vivo exposure of 

Decitabine by protecting it from deamination. 

• Phase 3 trial comparing Guad. Vs Decit. 51 Pts

no differences in CR (true CR) but

OS 10.5 m vs 18.2

• Phase 3 trial comparing Guad.,Decit.,Aza. has been

initiated……..

Aza. and Decit. are now generic !!!



Antibody Drug Conjugated

• SGN-CD33A is a novel ADC….that crosslink DNA 

leading to cell death

There is ongoing study of SGN-CD33A alone and in 

combination with hypomethylating agents.

All antiCD33 ADCs induce myelosuppression…..

• SGN-CD33A has the antileukemic activity of GO without

liver toxicity.



Molecularly Targeted Agents

• FLT3 inhibitors: 

Midostaurin is an inhibitor of FLT3,cKIT,PDGFRB,VEGFR-2 

and protein kinase C

Phase 3 Trial RATIFY explored the activity of 

PKC412+DNR+ARAC vs Placebo +DNR+ARAC

Results in ASH 2015….



• Volasertib inhibits polo-like kinase 1(PLK1, which is over-
expressed in human AML cells





Molecularly Targeted Agents

• FLT3 inhibitors: 

Quizartinib(AC220) is a selective inhibitor of FLT3,



Crenolanib as a pan selective FLT3  inhibitor overcomes

Quizartinib resistance

Gliterinib( ASP-2215) is a potent inhibitor of both FLT3-ITD

and TKD mutations



IDH1 and IDH2 inhibitors



DOT1L, BCL-2, BET bromodomain inhibitors, and
histone deacetylase inhibitors


