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Hypomethylating Cytosine Analogs
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AML is predominantly a disease of the elderly

SEER Cancer Statistics, National Cancer Institute, USA 2002–2006
Available at http://seer.cancer.gov/statfacts/html/amyl.html  
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Age at diagnosis (years)

69% of patients are ≥55 
years old at diagnosis 

Median age at 
diagnosis = 66 years



AML in the elderly is associated with poor 
survival rates
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SEER Cancer Statistics, National Cancer Institute, USA 1999–2005. 
Available at http://seer.cancer.gov/csr/1975_2006/browse_csr.php?section=13&page=sect_13_table.15.html#table3

Age at diagnosis (years)

5-year survival rates, 1999–2005

4.7%

36.9%



Patients with normal versus complex karyotype: 
CR: 70% vs 46% (p=0.02)
Relapse after CR: 66% (OS 19mo) vs 92% (OS 11mo)
OS: 18mo vs 4mo (p<0.00005)
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Knipp S, et al. Cancer 2007;110:345–52

Survival is particularly poor in patients with abnormal cytogenetic profiles 
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Intensive chemotherapy is associated with poor 
survival in patients with AML aged >60 years

n=160
Median age 67 years



Kantarjian. Cancer 109: 1133, 2007



DAC  in elderly AML pts with 
> 30% BM blasts

Lübbert et al, Haematologica 2012

227 AML patients
median age 72 yrs
40% with comorbidities
32% adverse cytogenetics

DAC 135 mg/m2 total dose IV over 72 hours every 6 weeks

CR + PR rate 26%, 95% CI (20%, 32%)

OS median 5.5 mos;  28% at 1yr



Patients with multiple monosomies
treated with DAC do not have worse

outcome than those with single monosomy

Lübbert et al, Haematologica 2012



AML patients with at least 3 
monosomies treated with DAC have better outcome

than those with 1 or 2 monosomies

CR/PR rate (%)
MK-1 25

MK-2 22

MK>3 63

Lübbert et al, Haematologica 2012



Quality of life and treatement with decitabine

Efficace et al, Blood 2024



Oral HMAs: Introduction
• HMAs (azacitidine, decitabine) standard of care for 

MDS and older AML
• Both drugs require 3 to 7 days of IV/SC 

administration per cycle
• Treatment needs to be maintained for as long as 

possible
• Interruptions associated with failure
• Important impact in quality of life

• Oral DEC has potential for multiple oral 
combinations

• Therefore: importance of DEC-C

Fenaux et al, Lancet Oncology 2009; Kantarjian et al, Cancer 2006, Cabrero et al, Leuk Res 
2015



Oral HMAs in MDS: introduction

Two approaches to oral HMA
• Combined with cytidine deaminase inhibitor

• Cedazuridine (ASTX727 DEC-C)
• Tetrahydrouridine

• Single agent uncombined (CC-486)
• Significant differences in PK profile

Garcia-Manero:  Blood 2020; Molokie: Plos Med 2017; Garcia-Manero: JCO 2011 



Oral decitabine/cedazuridine

• Intravenous (IV) Decitabine(DAC) is an approved 
therapy for MDS 

• Oral bioavailability of DAC is low due to degradation in 
the gut by cytidine deaminase (CDA) 

• MDS treatment requires continued treatment for long 
periods. 

• An oral decitabine would provide significant benefit 
• Development of a potent safe CDA inhibitor should 

enable decitabine oral bioavailability 
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Garcia-Manero et al, ASH 2016; Savona et al, Lancet Hematology, 2019



H a e m a t o l o g i c al M al i g n a n cy – C l i n i c al 
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DEC-C vs decitabine IV plasma concentrations



TP53mut AML  16 + 18 

Baseline AML pts characteristics



DEC-C in AML :
event-free, progression-free and overall survival

EFS: 5.9 mos

PFS: 6.1 mos

OS: 8.9 mos





Overall survival per AML subtype



Overall survival according to ELN risk



DEC-C safety



Future possible combinations of 
DEC-C in AML



But we know that the standard of care for unfit AML
is a combination:



Oral decitabine and cedazuridine plus venetoclax for 
older or unfit patients with acute myeloid leukaemia: a 
phase 2 study

Bazinet et al , Lancet Haematol 2024

62 pts, median age 78 yrs



Overall survival  after DEC-C + VEN

Bazinet et al , Lancet Haematol 2024



Future possible combinations of 
DEC-C in AML

News from EHA 2025



S135 – All-Oral Decitabine-Cedazuridine (DEC-C) + Venetoclax (VEN) 
in Patients With Newly Diagnosed Acute Myeloid Leukemia (AML) 
Ineligible for Induction Chemotherapy: Phase 1/2 Clinical Trial Results.
Roboz R. (Oral Presentation)












