2799 Analysis of Patient-Level Data From 3 Cooperative Group Trials Confirms a Survival Advantage for NPM1-mutated Patients Achieving

MRD-Negative CR After Intensive Induction

Konstanze Ddhner!, Hartmut D6hner!, Daniela Weber?!, Silke Kapp-Schwoerer!, Amanda Gilkes?, lan Thomas?, Sean Johnson?, Nicola Potter3, Yana Bevan3, Jad Othman3, Nigel H. Russell*, Christoph R6llig®, Christian Thiede®,
Martin Bornhaeuser®, Thomas Oellerich®, Jenna Elder’, Luis A. Carvajal®, Zung To?8, Jorge DiMartino8, Richard Dillon3

lUniversity Hospital Ulm, Ulm, Germany; *Cardiff University, Cardiff, UK; 3King’s College London, London, UK; “Guy’s Hospital, London, UK; >University Hospital TU Dresden, Dresden, Germany; ®Frankfurt Cancer Institute, Frankfurt am Main, Germany; ‘PharPoint Research, Inc., Durham, NC, USA; 8Kronos Bio, Inc., San Mateo, CA, USA

Background A Higher Proportion of Patients Have Detectable MRD in BM Than in PB
Surrogate endpoints that are reliable predictors of clinical benefit are urgently needed to enable the efficient and timely clinical assessment Bone Marrow MRD (N=328) Peripheral Blood MRD (N=311) Bone Marrow Peripheral Blood
of novel agents targeting specific genetic drivers of acute myeloid leukemia (AML). NPM1 mutations (NPM1m), predominantly tetra- 350 350 (B)
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measurable residual disease (MRD) using quantitative polymerase chain reaction (qPCR)- or next-generation sequencing (NGS)-based 2 250 2 e . - =001 NPImAO ABLY 0 BN "o =001 NPMTm/I0% ABLL
methods. Over 50 studies reported in peer-reviewed publications including several cooperative group trials, have shown that NPM1m AML = = f £ |
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The prognostic significance of MRD negativity in patients with CR with incomplete count recovery (CRi) or partial hematologic recovery - 150 . 4 wBMMRDneg 5 150 97% [ ﬁeg : g S
(CRh) has not yet been established. Based on this body of evidence, the European LeukemiaNet (ELN) recommends monitoring molecular = S = 63% g g
MRD in NPM1m AML patients during treatment to help guide treatment decisions. In January 2020, the US FDA issued guidance on the s 1 60% > 100 —geRPl vt BERLE S B S
use of MRD as an endpoint in clinical trials in hematologic malignancies, including AML. Recommendations included the use of bone 50 50 R O N N« B st {6 e wi Sy we) n ny R i e e o
marrow (BM) as the preferred substrate for measuring MRD, as well as the selection of a prespecified post-induction therapy time point, 22% O PR ——— T S .
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status in NPM1m patients treated in the AML17 trial.! This study showed that MRD detected after 2 cycles of intensive chemotherapy in PB | o | o o o } ) ) ©) 5 v e L e R T B (B) - I e
MRD-Negative Definition (Copies NPM1m/10* ABL1) MRD-Negative Definition (Copies NPM1m/104 ABL1)

0.8 1 0.8 1

was more strongly associated with relapse-free and overall survival than MRD after 1, 3, or 4 cycles.
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Figure 3: Numbers of patients in CR after cycle 2 classified as MRD negative or positive based on various copy number thresholds in BM or PB.
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To build on this foundation and to provide further evidence for the value of MRD as a surrogate endpoint for prospective, randomized trials
in patients with newly diagnosed NPM1m AML receiving novel agents in combination with intensive chemotherapy, we have evaluated the
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relationship between MRD status in patients who have achieved CR, CRi, or CRh after 2 cycles of chemotherapy and event-free survival Bone Marrow Peripheral Blood 00 00
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To account for timing consistency of MRD detection across studies, we have limited this analysis to patients who had available data to
assign response and MRD status by day 42 from the start of chemotherapy cycle 2.
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Figure 6: Kaplan-Meier estimates of EFS for patients who achieved or remained in morphologic CR, CRI, or CRh and underwent molecular MRD
assessment by RT-qgPCR within 42 days of the start of chemotherapy cycle 2. EFS HRs at varying thresholds for defining MRD-negative CR, CRi, or CRh
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Figure 7: Kaplan-Meier estimates of OS for patients who achieved or remained in morphologic CR, CRi, or CRh and underwent molecular MRD
02 assessment by RT-qgPCR within 42 days of the start of chemotherapy cycle 2. OS HRs at varying thresholds for defining MRD-negative CR, CRi, or CRh
are summarized in Table 5.
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5 mg/m? days 1, 3, and 5; Ara-C, 100 mg/m? every 12 hours days 1-8) combined with 2 o6 N g 007 =0.1 NPM1m/10% ABL1 <10 NPM1m/10% ABL1 0.5 (0.32-0.83) 0.83 (0.48-1.43) 0.63 (0.38-1.11) 0.43 (0.28-0.71) 1 (0.67-1.67) 0.37 (0.21-0.63)
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