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Senescenza biologica



Diminished lymphoid versus myeloid differentiation capacity of HSC from normal 
elderly bone marrow compared to young bone marrow.
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• La leucemia acuta mieloide è +frequente nell’anziano

• Età mediana d’insorgenza: 67 anni

• Incidenza nell’adulto: 2,7/100000 per anno

• Incidenza sopra i 65 anni: 14/100000 per anno

Tipo di leucemia

LEUCEMIA ACUTE MIELOIDE: L'INCIDENZA



Più spesso nell’anziano

• preceduta da SMD o segue radio/chemio

citogenetica sfavorevole

• spesso refrattaria alla chemio  (geni di resistenza)

LA MALATTIA E’ DIVERSA BIOLOGICAMENTE

LEUCEMIA ACUTA MIELOIDE NELL’ ANZIANO
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Is this relevant for therapy? Yes 
Hypoxia, stiffness, and polarity conditioned LSC Self-renewal



Age % Eligible for intensive 

therapy 

60-64 92%

65-69 80%

70-74 67%

75-79 45%

80-84 23%

85+ 4%



5-Azacitidina e’ particolarmente attiva nelle AML

L’incorporazione nel DNA della decitabine e nell’RNA della azacitidine avviene solo 

in seguito alla loro fosforilazione.
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Caratterizzazione Molecolare delle Leucemie

Grossmann et Al. Blood 2013



The personalized druggable genome in myeloid malignancies

ABL1 CEBPA HRAS MYD88 SF3B1

ASXL1 CSF3R IDH1 NOTCH1 SMC1A

ATRX CUX1 IDH2 NPM1 SMC3

BCOR DNMT3A IKZF1 NRAS SRFS2

BCORL1 ETV6/TEL JAK2 PDGFRA STAG2

BRAF EZH2 JAK3 PHF6 TET2

CALR FBXW7 KDM6A PTEN TP53

CBL FLT3 KIT PTPN11 U2AF1

CBLB GATA1 KRAS RAD21 WT1

CBLC GATA2 MLL RUNX1 ZRSR2

CDKN2A GNAS MPL SETBP1
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Cancer Cell 2015Targeting the micro-enviromental?  



• Non-randomized clinical trial 

• Pharmaceutical company provide drugs at no cost to the patient

• The patient is followed for standard toxicity and efficacy outcomes 

• Data analysis to define whether a treatment is promising for a particular cancer 

and genomic variant

• Similar EHA-ASH: drugs getting temporary approval?

Targeted Agent and Profiling 

Utilization Registry (TAPUR) 
To define safety and efficacy of commercially available, targeted

anticancer drugs for treatment of patients with advanced cancer that

having a potentially actionable genomic variant

AIM

MAIN FEATURES

ASCO 2015,www.tapur.org



Efficacy outcome: 
ALL pts experienced rapid and very deep molecular responses 

Without the only patient  with no 
treatment adherence 
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