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Select Excerpts from the Interview

  Track 3  

 DR LOVE: How do you choose between the hypomethylating agents, 
azacitidine and decitabine, when treating myelodysplastic syndromes 
(MDS)?

 DR FENAUX: It’s difficult. At least 1 study has shown a survival advantage with 
azacitidine (Fenaux 2009a; [3.1]), but that’s not yet been shown with decitabine. 
This might be related to a difference between the agents, but it may also be that 
the schedule used in the decitabine trials was not optimal. Since those data were 
presented, a new schedule of 20 mg/m2 per day for 5 days every month has 
been approved by the FDA. This may be more active than the schedule evalu-
ated in the initial trials, and it’s used in most centers in the United States.

Another reason why the decitabine studies were not conclusive for a survival 
advantage may be that the number of cycles administered was not adequate. It 
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appears that prolonged treatment is key. The azacitidine trial that reported a 
survival improvement had a median number of 9 cycles overall and 15 cycles 
in responders, which is probably significant in terms of outcome.

  Track 4  

 DR LOVE: What common side effects and toxicities are seen with 
hypomethylating agents?

 DR FENAUX: The most significant problem is related to cytopenias during 
the first cycles. Hypomethylating agents lead to fewer cytopenias compared to 
chemotherapy, but MDS occurs in patients who are typically older than those 
who would receive chemotherapy, so it remains an issue in these patients. 
Protracted neutropenia also occurs in many of these patients, in addition to 
defects in neutrophil function. These patients are prone to infections, and 
patients must be carefully monitored during the first cycles.

When necessary, we transfuse the patients or administer prophylactic antibi-
otics. Oncologists need to be aware in advance that these agents are associated 
with cytopenias and treat accordingly. Otherwise, the risk may be stopping 
too early, lowering the dose too rapidly or increasing the interval too quickly 
between cycles. 

  Track 6  

 DR LOVE: What are your thoughts on lenalidomide for patients with 
MDS and 5q deletions?

 DR FENAUX: The MDS-003 and MDS-004 trials (List 2006; Fenaux 2009b; 
[3.2]) demonstrated that a sufficient dose of lenalidomide initially — 10 mg 
rather than 5 mg daily — is necessary to achieve transfusion independence. 
More patients who received the higher dose achieved cytogenetic responses, 
which is associated with fewer cases of progression from MDS to acute 
myeloid leukemia (AML). This analysis showed that the more you eradicate 
the disease in terms of cytogenetic response, the longer the remissions are and 
the fewer the cases of progression to AML.

3.1 Azacitidine versus Conventional Care Regimens (CCR) for Patients  
with Higher-Risk Myelodysplastic Syndromes: Efficacy Data

 Azacitidine CCR   
 (n = 179) (n = 179) Hazard ratio p-value

Median overall survival 24.5 months 15 months 0.58 0.0001

Median time to AML   
transformation 17.8 months 11.5 months 0.50 <0.0001

AML = acute myeloid leukemia

Fenaux P et al. Lancet Oncol 2009;10(3):223-32.
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  Track 8  

 DR LOVE: What’s new in acute promyelocytic leukemia (APL)?

 DR FENAUX: APL can be cured in the majority of patients. Combination 
chemotherapy/all-trans retinoic acid (ATRA) leads to an 80% event-free 
survival and a 90% disease-free survival (Powell 2010; [3.3]). Arsenic trioxide 
(ATO) can also be used as consolidation to reduce the risk of mortality in 
remission. Some physicians use ATO up front without chemotherapy, in 
combination with ATRA, but this approach can be potentially dangerous due 
to significant differentiation syndrome. I believe the Intergroup trial used a 
wise approach in keeping the anthracycline/ATRA combination for induction 
and using arsenic derivatives for consolidation and/or maintenance. 
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 MDS-0031 MDS-0042

Transfusion independence 67% 56%

Complete cytogenetic response 45% 24%

1 List A et al. N Engl J Med 2006;355(14):1456-65; 2 Fenaux P et al. Proc ASH 2009b;Abstract 944.

3.2 MDS-003 and MDS-004 Trials: Efficacy of and Transfusion 
Independence with Lenalidomide 10 Mg for Patients 

with Myelodysplastic Syndromes and Del(5q)

 Induction   Induction  
 consolidation consolidation + ATO†  
Endpoint (n = 237) (n = 244) p-value

Three-year event-free survival  63% 80% <0.0001

Three-year overall survival  81% 86% 0.059

Three-year disease-free survival  70% 90% <0.0001

* Induction (ATRA, Ara-C, daunorubicin); 2 courses consolidation (ATRA, daunorubicin) 
† Two 25-day courses of ATO consolidation immediately after induction

Powell BL et al. Blood 2010;116(19):3751-7.

3.3 Intergroup Study C9710: Arsenic Trioxide (ATO) with Standard 
Induction/Consolidation Therapy* for Acute Promyelocytic Leukemia




