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Study Background 

Trial Description 

The purpose of this study is to compare the effects, good and/or bad, of a standard 
chemotherapy regimen for AML that includes the drugs daunorubicin and 
cytarabine combined with or without midostaurin (also known as PKC412), to find 
out which is better. This research is being done because it is unknown whether the 
addition of midostaurin to chemotherapy treatment is better than chemotherapy 
treatment alone. Midostaurin has been tested in over 400 patients and is being 
studied in a number of illnesses, including AML, colon cancer, and lung cancer. 
Midostaurin blocks an enzyme, produced by a gene known as FLT3, that may have a 
role in the survival and growth of AML cells. Not all leukemia cells will have the 
abnormal FLT3 gene. This study will focus only on patients with leukemia cells with 
the abnormal FLT3 gene. 

Arms: 

Induction and consolidation chemotherapy plus midostaurin: (Experimental): 
Patients will receive a standard combination of chemotherapy drugs during 
remission induction therapy that includes cytarabine, daunorubicin, and the 
experimental drug midostaurin. Depending on the outcome of remission induction 
treatment, there may be a decision to discontinue the study treatment or a second 
remission induction cycle may be given. If remission induction therapy is 
successfully completed, patients will receive four courses of high-dose cytarabine 
consolidation chemotherapy plus dexamethasone together with the experimental 
drug midostaurin. All patients will undergo a bone marrow aspiration (and perhaps 
a biopsy) after the final course of remission consolidation chemotherapy. If the 
patient continues to respond to the treatment, the patient will receive continuation 
therapy with midostaurin for twelve (12) months. 

https://clinicaltrials.gov/ct2/show/NCT00651261


Induction and consolidation chemotherapy plus placebo: (Active Comparator): 
Patients will receive a standard combination of chemotherapy drugs during 
remission induction therapy that includes cytarabine, daunorubicin, and placebo. 
Depending on the outcome of remission induction treatment, there may be a 
decision to discontinue the study treatment or a second remission induction cycle 
may be given. If remission induction therapy is successfully completed, patients will 
receive four courses of high-dose cytarabine consolidation chemotherapy plus 
dexamethasone together with placebo. All patients will undergo a bone marrow 
aspiration (and perhaps a biopsy) after the final course of remission consolidation 
chemotherapy. If the patient continues to respond to the treatment, the patient will 
receive continuation therapy with placebo for twelve (12) months. 

Objectives: 
• In this study, patients will receive either the experimental agent (midostaurin) or 

placebo combined with chemotherapy treatment. Patients are stratified according to 
FLT3 mutation status (internal tandem duplication [ITD] allelic ratio < 0.7 vs ITD 
allelic ratio ≥ 0.7 vs tandem kinase domain [TKD]). There are three parts to the study 
treatment: remission induction therapy, remission consolidation therapy and 
continuation therapy. 

• Remission Induction Therapy: 

– Cytarabine 200 mg/m2/day by continuous intravenous infusion on days 1-7 

– Daunorubicin 60 mg/m2/day by intravenous push or short infusion on days 1-
3 

– Midostaurin 50 mg (two 25 mg capsules) or placebo for midostaurin (2 
capsules) twice a day by mouth on days 8-21 

– A bone marrow aspiration will be performed in all patients on Day 21 to 
determine the need for a second induction cycle. 

• Remission Consolidation (Four Remission Consolidation Cycles): 

– High dose cytarabine 3000 mg/m2 will be given by intravenous infusion over 3 
hours every 12 hours on days 1, 3 and 5. Serial neurologic evaluation will be 
performed before and following the infusion of high-dose cytarabine. 

– Dexamethasone 0.1% or other corticosteroid ophthalmic solution 2 drops to 
each eye once daily to begin 6-12 hours prior to the initiation of the cytarabine 
infusion and to continue for at least 24 hours after the last cytarabine dose. 

– Midostaurin 50 mg (two 25 mg capsules) or placebo for midostaurin (2 
capsules) twice a day by mouth on days 8-21 

• Midostaurin/Placebo Continuation Therapy: 

– Midostaurin 50 mg (two 25 mg capsules) or placebo for midostaurin (2 
capsules) by mouth twice a day for 28 days. Each cycle will be 28 days in length. 
Continuation therapy with midostaurin/placebo will continue until relapse or 
for 12 cycles maximum. 

• The primary and secondary objectives of this study are: 

• Primary objective: 



– To determine if the addition of midostaurin to daunorubicin/cytarabine 
induction, high-dose cytarabine consolidation, and continuation therapy 
improves overall survival (OS) in both the mutant FLT3-ITD and FLT3-TKD 
AML patients 

• Secondary objectives: 

– To compare the overall survival (OS) in the two groups using an analysis in 
which patients who receive a stem cell transplant are censored at the time of 
transplant 

– To compare the complete response (CR) rate between the two treatment 
groups 

– To compare the event-free survival (EFS) between the two treatment groups 

– To compare the disease free survival (DFS) of the two treatment groups 

– To compare the disease free survival rate one year after completion of the 
continuation phase of the two groups 

– To assess the toxicity of the experimental combination 

– To describe the interaction between treatment outcome and pretreatment 
characteristics such as age, performance status, white blood cell (WBC) count, 
morphology, cytogenetics, and molecular and pharmacodynamic features 

– To assess the population pharmacokinetics (pop PK) of midostaurin and its two 
major metabolites (CGP52421 and CGP62221). The potential association(s) 
between PK exposure and FLT3 status, OS, EFS and clinical response will be 
explored 

• There is a pharmacokinetic sub-study (CALGB 60706) within CALGB 10603. This 
embedded companion study must be offered to all patients enrolled on CALGB 10603, 
although patients may opt not to participate in CALGB 60706. 

• After study entry, patients are followed periodically for up to 10 years. 

Study Milestones: 

Start date: April 2008 

Primary Completion Date: July 2016 
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Dataset Information: 

Dataset Name: NCT00651261-D4-Dataset.csv (outcome) 

Description: Dataset NCT00651261-D4-Dataset.csv (outcome) is one of 5 datasets 
associated with PubMed ID 28644114. This dataset contains information that will 
allow you to reproduce the primary analysis. Variable STRATUM_GRP_TEXT in 
NCT00651261-D1 should be used to reproduce the stratified overall survival 
results.

 Due to data cleaning efforts subsequent to publication, data may contain minor 
discrepancies from those reported in the publication.  

NCT00651261-D4-Dataset.csv (outcome) Data Dictionary: 

*Missing values correspond to data not available.

LABEL NAME elements comments 

Patient ID patid Patient Identifier (this ID is 
also used on any NCTN 
Navigator submissions) 

Overall survival 
status 

status 0=Alive, 

1=Dead 

CR at any time crever 0=No, 

1=Yes 

Transplant at 
anytime 

transplantever 0=No, 

1=Yes 

Time to CR crtime Time to CR in days 

Protocol-
specific CR 
(within 61 
days) 

cr60 0=No 

1=Yes 

Event free 
survival status 

efstatus 0=Censor 

1=Event 

Event free 
survival time 

efstime EFS time in months 

Disease free 
survival status 

dfstatus 0=Censor, 

1=Event 

Disease free 
survival time 

dfstime DFS time in months 

Overall survival OSstatus_sct 0=Censor, 



status 
censoring at 
SCT 

1=Event 

Overall survival 
time censoring 
at SCT 

OStime_sct  OS time in months 

Treatment 
assigned 

TREAT_ASSIGNED 2=Midostaurin, 
3=Placebo 

 

Region region N.A.,  

non-N.A. 

North American or non-
North American sites 

CR1 allogeneic 
transplant 

cr1transplantever 0=No, 

1=Yes 

 

Overall survival 
time post 
transplant 

OSposttxptime  OS time in months 

Overall survival 
status post 
tranplant 

OSposttxpstatus 0=Censor, 

1=Event 

 

CR during 
treatment (or 
within 30 days) 

crontrt 0=No, 

1=Yes 

 

Overall survival 
time 

survtime  Overall survival time in 
months 

Highest cycle of 
treatment 
completed 

highesttrtcycle  When highesttrtcycle = 1 or 2 
and cr60 = 1, the reason for 
patients discontinuing trial 
treatment after a complete 
remission can be determined.
  

EFS time for 
expanded CR 

efs_CRontrt30_time  EFS time in months 

EFS status for 
expanded CR 

efs_CRontrt30_status 0=Censor, 

1=Event 

 

EFS event 
classification 

EFS_CLASS_TEXT Relapse,  

Death without 
progression,  

Failure to achieve 
protocol specified 
CR 

 

Time to ANC 
Recovery 

time_to_anc_rec   Manuscript analysis was run 
only where cr60=1, 



(days) Missing indicates values were 
not collected and/or 
recovery did not occur. 

 

Time to PLT 
recovery (days) 

time_to_plt_rec  Manuscript analysis was run 
only where cr60=1, 

Missing indicates values were 
not collected and/or 
recovery did not occur. 

 




