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Background 

In the phase 3 QuANTUM-First trial, quizartinib significantly improved OS vs placebo when 
added to intensive chemotherapy and as maintenance monotherapy in patients with FLT3-ITD+ 
ND-AML. We analyzed the impact of FLT3-ITD-specific MRD in QuANTUM-First. 

 
Methods 
Genomic DNA was collected from patients with remission after induction and after consolidation 
(pre-transplant for HCT patients), analyzed by FLT3-ITD PCR-NGS. ITD mutations post-
induction were cross-validated against enrollment; ITD VAFs were calculated  (~10-5 sensitivity) 
and MRD was classified as undetectable (0 cutoff) or as MRD– using a predefined 10- cutoff. 
CRc (CR+CRi) rates by MRD status were compared between arms by stratified CMH test and 
ITD VAFs were compared by Wilcoxon rank-sum test. 

Results 
539 patients were randomized (quizartinib/placebo, 268/271); 368 (68.3%) achieved CRc and 
MRD was assessed in 321 (87.2%) of these patients (quizartinib/placebo, 162/159) during 
induction response assessments. MRD was also assessed in 337 patients (quizartinib/placebo, 
172/165) at end of consolidation prior to continuation; 166 (quizartinib/placebo, 87/79) received 
HCT. The CRc rate at end of induction with ITD MRD <10-4 was similar between arms 
(quizartinib/placebo, 25.4%/21.8%; P=0.3430), but more patients had CRc with undetectable 
MRD with quizartinib (12.3% vs 7.0%, respectively; P=0.0403). For CRc patients, median best 
ITD VAF by end of consolidation was lower with quizartinib vs placebo (0% vs 0.0017%; 
P=0.0006). Using the undetectable ITD (0 VAF) cutoff at end of induction, OS was longer with 
quizartinib vs placebo regardless of MRD status (HR: 0.79 in MRD−, 0.75 in MRD+). In MRD+ 
patients, median OS was not reached with quizartinib and 35.4 months with placebo. Results 
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were similar using the 10-4 MRD– cutoff. 

Conclusions 
These findings demonstrate the prognostic utility of ITD-specific MRD measurements for 
patients with FLT3-ITD+ AML, and suggest that long-term OS benefits with quizartinib derive in 
part from a deep and sustained reduction of FLT3-ITD. 

 
 

 


