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Linked trial for FLT3-

chemotherapy backbone, such as the FLT3-inhibitor quizartinib weeks. ITD/NPM1wt patients salvage therapy Figure 1: Overview of CHIP-AML22 study design. MEC:
mitoxantrone-etoposide-cytarabine; ADE: cytarabine-daunorubicin-

Additional exclusion criteria: Patients with extramedullary AML, etoposide; HAM: high-dose cytarabine-mitoxantrone: HA3E: high-
uncontrolled/significant cardiovascular disease. | dose cytarabine-etoposide; FLA: fludarabine-cytarabine.
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Atthe same time, not all patients seem to benefit from a 5% PRIMARY OBJECTIVES PRIMARY ENDPOINTS Additional inclusion criteria: CD33+ AML blasts measured by flow cytometry at diagnosis. Additional inclusion criteria: standard-risk patients.

3 . .
chemotherapy course. Efficacy: to assess the clinical benefit of The percentage of patients with MRD- Additional exclusion criteria: Hypersensitivity to active substance of GO, participation in Additional exclusion criteria: none.
quizartinib by the MRD-negativity rate (< negativity after up to two courses, as the quizartinib trial, elevated bilirubin = grade 3.

measured in the bone marrow (BM) Intervention: HA3E is omitted in the experimental arm (Figure 1).
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primary objective will be to determine the Toxicities(DLTs) assessed during To assess if adding GO to induction course 1 MRD <0.1% leukemic cells in the BM, as To demonstrate non-inferiority in Disease-free survival.
recommended phase 2 dose of quizartinib, induction course 1 and 2 (until day results in better early anti-leukemic efficacy in defined by flow cytometry, shortly before disease-free survival of two courses of

based on the safety and tolerability of 56 of each course) for the DLTs CD33+ AML patients compared to no-GO. start of induction course 2 (BM1). consolidation therapy, by omitting HA3E,
The overarching objective of the CHIP-AML22 is to improve EFS in quizartinib observed at dose levels. evaluable patients. as compared to three courses, in the SR
Sample size calculation for the primary endpoint: Based on historical controls (MRD < group eligible for this randomization.
Sample size calculation for the primary efficacy endpoint: Based on historical 0.1% rate of 62% at day 1 of induction course 2), a treatment effect of 15% (resulting in 77%
to NOPHO-DBH AML-2012, by: controls (MRD negativity rate of 39% at end of induction 2) and with the planned MRD < 0.1% in the experimental group) and 80% power, the required sample size is 300

| | sample size of 60 evaluable patients and a true MRD negativity rate of 59%, the patients (150 in each group). One interim analysis will be performed once 75% of the sample
1) aphase ll, single arm, open-label study on the safety, efficacy, study will have at least 85% power to detect the 20% absolute improvement. size has been randomized and has outcome data available.

pharmacokinetics and -dynamics of quizartinib in combination

children and adolescents with newly diagnosed AML, as compared
Sample size calculation primary endpoint: 610 patients are needed

(305 per arm) for 80% probability of showing non-inferiority (up to 10%
worse EFS accepted, HR 1.45). An interim analysis will be performed
once 50% of the required number of events has been observed.
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