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Title of Study:

AML-BFM 2004 — Multicentric therapy optimizing study AML-BFM 2004 for the
treatment of acute myeloid leukemias for children and juveniles

Investigators:

Univ.Doz. Dr. Michael Dworzak, Univ.Prof. Dr. Christian Urban, Univ.Prof. Dr.
Bernhard Meister, Prim. Univ.Prof. Dr. Klaus Schmitt, Prim. Univ.Prof. Dr. Wolfgang

Sperl

Study centers:

St. Anna Childrens’ Hospital Vienna, Unvi.Klinik Graz, Univ.Klinik Innsbruck, LKKL

Linz, LKH Salzburg
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Studied period (years):
date of first enrolment: 01.03.2004
date of last completed: 25.10.2015

Phase of development:
Phase Il




Objectives:

Main objectives:

1. improvement of prognosis of children and adolescents by intensification of
cytostatic therapy by randomized implementation of liposomal daunorubicine in first
induction

2. randomized implementation of 2-CDA as intensification in consolidation therapy for
patients in high risk group with the aim of improvement of prognosis

3. randomized examination of efficacy of prophylactic CNS radiation 18 Gy vs. 12 Gy

Secondary objectives:
avoidance of anthracycline-induced cardiotoxicity by administration of liposomal
daunorubicin

Methodology:
controlled open randomized study design

Number of patients:
planned: 80, included: 74 (0-27d: 0; 28d-23mo: 12; 2-11y: 35; 12-17y: 35; >18y: 0)

Diagnosis and main criteria for inclusion:

Diagnosis: AML

Principal inclusion criteria: * age 0-18y, * de novo AML, including Down Syndrome,
primary myelosarcoma of acute mixed lineage leukemia, * treatment in participating
center

Principal exclusion criteria: * AML as secondary malignant disease, * patients with
primary syndrome (except Down Syndrome), * pregnancy, * treatment for more than
14 days with different intense induction therapy, * concomitant disease that prohibits
therapy according to protocol

Test product, dose and mode of administration:
Daunoxome: 240 mg/m2, intravenous use
Cladribine: 12 mg/m2, intravenous use

Duration of treatment:

a) Daunoxome: 80 mg/m2/d for 3 days in first induction course

b) Cladribine: 6 mg/m2/d for 2 days in cosolidation course; in combination with
cytarabine 500 mg/2/d for 4 days cont. infusion, idarubicine 7 mg/m2/d for 2 days

whole protocol therapy: 4-6 months intensive treatment, 12 months maintenace
threrapy

Reference therapy, dose and mode of administration:

a) idarubicine

b) cytarabine 500 mg/m2/d for 4 days cont. infusion + idarubicine 7 mg/m2/d for 2
days

Criteria for evaluation:
Efficacy: overall and event-free survival for main objectives 1+2, disease-free survival
for main objective 3




Safety: reduction of infection induced deaths by: - introduction of quality saving
procedures during intensive treatment, - intensification of supportive care, -
prospective evaluation of quality saving procedures, - prospective evaluation of
methods for diagnostics of minimal residual disease

Statistical methods:
log-rank test for m.o. 1+2, one-sided confidence interval of difference of the Kaplan
Meier estimates

SUMMARY - CONCLUSIONS

EudraCT number 2006-004710-41 had to be obtained only for the Austrian part of
this international academic trial because the study was started on the national level in
the month after a national legislative revision of the Austrian Medicinal Products Act
communicated on April 29, 2004 (in line with EU-Directive 2001/20/EC), whereas the
same trial was conducted in the main other countries under rules not yet falling under
this Directive/national law amendments. Study results concerning all primary and
secondary study questions cannot be analyzed on only the Austrian data because of
small subgroups of patients on the national level. Instead, an extensive body of data
and trial descriptions is already available from the total international trial via several
medical publications (see list on page 2). Provision of the Austrian results solely is
therefore not possible.

Summary AML-BFM 2004 international

Study AML-BFM 2004 aimed to evaluate whether treatment efficacy in children with
AML can be improved by substituting idarubicin for the less cardiotoxic liposomal
daunorubicin (L-DNR) in induction at an increased cumulative anthracycline dosage.
Results of the randomization are still preliminary. However, overall survival in the
total group of patients and in both risk groups improved compared to the previous
study AML-BFM 98: 5 years survival (total group) 73 + 2 % vs. 65 + 2 %, plogrank =
0.001. This improvement may be attributable to the in general very intensive therapy
regimen and early therapy intensification in those with unfavourable response as well
as improved treatment for patients with initial non-response or relapse, but also to
better supportive care.
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