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Approximately 75-80% of infant ALL cases contain the KMT2A 
mutations (previously Mixed Lineage Leukemia or MLL) and 
the survival rate for these patients remains poor.

Background
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MLL Rearrangement EFS
MLL or KMT2A rearrangements 
are involved in the development 
of acute leukemia, particularly in 
infants.

The chart on the right shows 
that there are different KMT2A 
rearrangements with varied 
prognosis inferior to the 
Germline MLL (see the 
line).
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To evaluate the tolerability of azacitidine in addition to 
Interfant-06 standard chemotherapy in infants with newly 
diagnosed ALL with KMT2A gene rearrangement (KMT2A-R).

AALL 15P1: Primary Aim



5

It is a demethylating agent as well as an antimetabolite 
chemotherapy agent.

The rationale for this protocol was that low-dose azacitidine as 
an epigenetic priming agent could reverse aberrant DNA 
methylation, overcome drug resistance, and improve the 
cytotoxic effect of the chemotherapy medications (a pre-
treatment).

Azacitidine
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Experimental Study Schema
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Experimental Study Schema

Four cycles of Azacitidine given 
as a “priming agent” in the EPI 
blocks for the upcoming phase.

Begin each Azacitidine EPI Block 
when peripheral counts recover 
with ANC ≥ 500/µL and platelets ≥ 
50,000/µL, and resolution of any 
toxicity.
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Azacitidine

Here is an 
example of 
one of the 
Azacitidine

blocks

Since this is a study 
drug, it will be given at 
the tertiary centres
only

Azacitidine: 
Intravenous (IV) over 
10-40 mins
Days: 1-5
Dose: 2.5 mg/kg/dose
Note: Infusion must be 
completed within 45 
minutes of vial 
reconstitution
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Dose-Limiting Toxicity (DLT) evaluation period consists of the first three courses of 
azacitidine in combination with chemotherapy (EPI#1 through DI Part 1) and until 
the patient meets counts requirements to begin the fourth course of azacitidine
(EPI #4).

During the evaluation period, the patient will be seen at the tertiary centre.  If a 
patient who is having toxicity symptoms arrives at your centre for assessment, 
please contact the tertiary team for guidance and possible transfer.

Azacitidine: Dose Modifications
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Experimental Study Schema
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Consolidation

More total doses of Cytarabine in 
this study’s Consolidation phase
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Sepsis is a concern for these patients due to:

• Increased numbers of myelosuppressive agents during the consolidation phase

• These patients are infants!

Consolidation
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Oral Chemo starting dose based on AGE on Day 1 of

Maintenance Cycle 1

Dose escalation in Maintenance based on ANC

Maintenance
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To be enrolled on this study, the patient must have a KMT2A gene rearrangement

To evaluate the tolerability of azacitidine in addition to Interfant-06 standard 
chemotherapy in infants

Azacitidine is used as an epigenetic priming agent that could reverse aberrant DNA 
methylation, overcome drug resistance, and improve the cytotoxic effect of the 
chemotherapy medications

In the Maintenance phase, the starting dose is based on the patient’s age at the 
start of the cycle!

Summary
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