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Key Messages
Injectable azacitidine as maintenance therapy for acute myeloid leukemia 
(AML) may prolong relapse-free survival, according to the 1 randomized controlled 
trial found by CADTH.

Oral azacitidine has been shown to prolong overall survival when 
compared with placebo, but it is not known if injectable azacitidine would result in 
similar outcomes. Injectable and oral azacitidine are pharmacokinetically different, 
with different approved doses and treatment durations.

CADTH did not find any direct head-to-head comparisons of the oral and 
subcutaneous formulations of azacitidine. So, CADTH cannot make any conclusions 
on how the clinical effectiveness of one formulation compares with the other as 
maintenance therapy for AML.

Injectable azacitidine requires trained health care providers to properly 
handle, administer, and dispose of the medication, which adds to the cost of providing 
the treatment. However, oral azacitidine costs more than injectable azacitidine.

Context
Acute myeloid leukemia (AML) is an aggressive cancer of the blood and bone 
marrow that is the most common acute leukemia among adults. In people with AML, 
myeloid cells that would normally develop into red blood cells, white blood cells, and 
platelets, instead develop abnormally. This causes weakness, infection, and bleeding, 
among other symptoms. The risk of AML increases with age, and approximately 
one-third of AML cases are diagnosed in people 75 years or older. 

After people with AML have achieved complete remission, they receive additional 
therapy to delay relapse. This may involve more intensive chemotherapy and/or a 
hematopoietic stem cell transplant. But, for those who cannot tolerate aggressive 
treatment (i.e., people older than 65 years or whose genetic makeup could impact 
their response to treatment), lower intensity therapies may be more appropriate. 
One such treatment is azacitidine. 

https://www.cadth.ca/sites/default/files/hta-he/HC0036%20Azacitidine.pdf
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Technology
Azacitidine is a hypomethylating agent that is typically used to treat active AML by 
inhibiting the growth of leukemia cells. For people who cannot tolerate aggressive 
treatment, azacitidine has been shown to have a therapeutic benefit as maintenance 
therapy. It is available in an injectable and, more recently, an oral formulation. 

Oral azacitidine (Onureg), which is approved for use as maintenance therapy in adults 
with AML who are in remission and are not eligible for stem cell transplant, is taken 
as a 300 mg daily dose for 14 days per 28-day cycle. Injectable azacitidine, for which 
maintenance therapy is considered an off-label use, has been used as maintenance 
therapy in research studies as a 50 mg/m2 daily dose for 5 days per 28-day cycle.

Issue
Injectable azacitidine is already available as a generic drug in most Canadian 
jurisdictions. If injectable azacitidine is found to be an effective maintenance 
therapy for AML, it could be a less costly alternative to the currently approved oral 
formulation. Therefore, a review of the literature on the clinical effectiveness of 
injectable azacitidine as maintenance therapy for AML, and on the pharmacokinetic 
or pharmacodynamic profile of injectable compared with oral azacitidine, will help 
inform reimbursement decisions.

Methods
A limited literature search was conducted of key resources. Titles and abstracts were 
reviewed, and potentially relevant articles were retrieved and assessed for inclusion. 
The final selection of full-text articles was based on predetermined selection criteria 
(i.e., population, intervention, comparator, outcomes, and study designs).

Results
The literature search identified 300 citations, with 1 additional article identified from 
the grey literature. After screening the abstracts, 11 met the criteria for inclusion in 
this review. Eight of the studies examined the clinical effectiveness of azacitidine 
in AML or related hematological malignancies (3 randomized controlled trials 
and 5 non-randomized studies), and 3 non-randomized studies examined the 
pharmacokinetics and pharmacodynamics of azacitidine.
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