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Confronto con gli studi registrativi



Fenaux P et al J Clin Oncol 2012, AZA-001

 AZA   vs   Conventional Care 
Regimens (BSC, IC, LDAC)



Dombret H et al Blood 2015, AML-001

 488 pts > 65 aa

 AZA 75 mg/m2 sc 7 gg     or    CCR (BSC or low dose ARA-C or lC)

 Primary end point  OS

 Secondary end point  1 y OS



Dombret H et al Blood 2015, AML-001

AZA CCR

Prior MDS 20% 15%

BM blast 70% 72%

Cytogenetic Poor
Risk

35% 34%

WBC 3.1 2.3



Dombret H et al Blood 2015, AML-001

AZA CCR

CR 19% 21%

CRi 8% 3%

CR+CRi 27% 25%

One y survival
rate

46% 34%



Dombret H et al Blood 2015, AML-001

AZA vs CCR AZA vs LDAC



Dombret H et al Blood 2015, AML-001

AZA vs CCR AZA vs LDAC

HMAs ben riproducono nella pratica clinica quello che avviene negli studi clinici controllati 



20%<BM blasts<30% BM blasts>30%



I pazienti che non ottenevano al RC presentavano un andamento 
clinico migliore con gli ipometilanti



Gli ipometilanti possono dare risposte clinicamente significative , con 
un importante beneficio clinico, anche in assenza di RC



LMA 20-30% Blasti e displasia multilineare
LMA Blasti>30%



 485 pts > 65 aa

 DAC 20 mg/m2 IV 5 gg     or  ARA-C 20 mg/m2 sc 10 gg or Supportive care 

 Primary end point OS

 Secondary end point CR CRp
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DAC ARA-C

BM blasts>50% 43% 42%

Secondary AML 36% 34%

Cytogenetic Poor
Risk

36% 36%

WBC 3.1 3.7
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DAC ARA-C

CR 15% 7%

CRi 9% 2%

CRp 2% 0.5%

CR+CRp 17% 8%
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DAC ARA-C

Pneumonia 20% 16%

Septic shock 6% 4%

Bronchopneumonia 4% 4%

Exitus 32% 28%



Studio 
DACO-016

ARA-C DAC

Pneumonia 16% 20%

Septic shock 4% 6

Bronchopneumonia 4% 4%

Exitus 28% 32%

In conclusion, results of this large, international, 
multicenter, phase III trial indicated that decitabine 

achieved a higher response rate, with a possible survival 
advantage, compared with low-dose cytarabine or SC in 

thus difficult-to-treat, older population with AML



Maurillo L et al  Cancer 2012



La conta leucocitaria non impatta né con la OS né con la PFS
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Kantarjian H et al N Engl J Med 2017, Tower

 450 pts Blinatumomab or chemotherapy

BLINA CHT

Prevoius alloSCT 34% 33%

Duration of first 
remission<12 mo

28% 27%

BM blasts>50% 74% 77%

Peripheral blast in 
count in blood

4.4 4.5
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LAL B Ph- Rec/Ref
FDA March 2018LAL IN RC MRD+



Stone MR et al N Engl J Med 2017, CALGB 10603 Ratify
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Stone MR et al N Engl J Med 2017, CALGB 10603 Ratify

Because allogeneic transplantation was an important alternative therapy, we 
performed a sensitivity analysis of the primary end point in which data were 
censored at the time patients underwent transplantation. In this analysis, there 
was a 24.3% lower risk of death in the midostaurin group than in the placebo 
group; the 4-year overall survival rate was 63.7% in the midostaurin group and 
55.7% in the placebo group, but the difference between groups was not significant 
(P = 0.08 by log-rank test).



Stone MR et al N Engl J Med 2017, CALGB 10603 Ratify
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