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RESULTS

INTRODUCTION

Baseline Characteristics Emavusertib monotherapy exhibits disease modifying activity In
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inhibits the NF-kB and MAPK

Genetic mutations including FLT3-ITD were reported based on NGS results. Subjects with pre- and post-treatment sequencing
results were shown. (A-D)

Treatment with emavusertib
pathways, thus offering a potential mechanism to address known
pathways of resistance to BCL2 and FLT3 inhibitors.#?°
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» The safety, clinical activity, and potential biomarkers of emavusertib 100 - R T
In relapsed/refractory (R/R) AML and higher-risk myelodysplastic T T T T
syndrome (hr-MDS, IPSS-R score> 3.5) are being investigated. " indicates the best percentage change from baseline >10%

# prior venetoclax exposure

+ indicates 2 AML patients having both a spliceosome and FLT3 mutation.
« Among 12 treated AML FLT3m patients, one was on-going with treatment and not
included in the figure A due to not reaching first response assessment yet.

Duration of Treatment (Months)

Median time to first response was 29 days

Emavusertib has an acceptable and manageable safety profile in R/R AML and hr-MDS

Mutational profiles of patients were documented based on local patients.

testing results. Bone marrow and peripheral blood of enrolled
patients were collected at the baseline and on treatment.

STUDY POPULATION

Dose Escalation:

The mutation profiles of responders indicate that emavusertib may be able to target
diverse underlying genetic mechanisms of resistance to VEN, HMA, or FLT3i regimens.

Treatment-related adverse events (TRAEs) Grade 2 3 in all TakeAim Leukemia trial patients

This is suggestive of emavusertib’s disease-modifying activity.
Emavusertib monotherapy has demonstrated anti-leukemic activity in patients with

Grade 3+ Treatment-Related Adverse Event reported | 200 mg BID | 300 mg BID | 400 mg BID | 500 mg BID Total
in > 1 patients, n (%) (N = 27) (N=78) (N =15) (N = 3) (N=123)

FLT3m, including patients who have progressed on VEN, HMA and/or FLT3i regimens.

Dose Expansion:

200/300/400/500 mg BID 300 mg BID # of patients having grade 3+ TRAEs (14.8) 21 (26.9) 7 (46.7) 2 (66.7) 34 (27.6) Enrollment in this trial is continuing at the RP2D dose of 300 mg BID (phase 2
# of patients having non-hematological grade 3+ TRAEs 3 (11.1) 17 (21.8) 6 (40) 2 (66.7) 28 (22.8) . . . . S
R Blood creatine phosphokinase increased 0 6 (7.7) 0 0 6 (4.9) expansion cohort) in patients (SFm and FLT3m) with < 3 prior lines of therapy.
?oer Zhe:eapz\i?;:tse: 123 Total Patients Treated Platelet count decreased 1(3.7) 3 (3.8) 2 (13.3) 0 6 (4.9)
Rhabdomyolysis* 0 2 (2.6) 1(6.7) 1(33.3) 4 (3.3) ACKNOWLEDGEMENTS
Anemia 0 3 (3.8) 0 0 3(2.4) .. .
. . . Maiti et al. Haematologica
Aspartate aminotransferase increased 1(3.7) 2 (2.6) 0 0 3 (2.4) 2021: 106(3):89 4-8989 We would like to thank the patients, their families
Alanine aminotransferase increased 2(7.4) 0 0 0 2 (1.6) DiNa,rdo ot al. Blood 2'019_ and caregivers for their invaluable contribution
Dizziness | 1(3.7) 1(1.3) 0 0 2 (1.6) ' | | ’ and participation in this study.
Febrile neutropenia 0 2 (2.6) 0 0 2 (1.6) 133(1):7-17.
Lipase increased 0 2 (2.6) 0 0 2 (1.6) . Melgar et al. Sci Transl Med
Neutropenia 0 1(1.3) 1(6.7) 0 2 (1.6) 2019(11):508. CONTACT INFORMATION
Neutrophil count decreased 0 1(1.3) 1(6.7) 0 2 (1.6) Smi : .
( s ’ . Smith et al. Nat Cell Biol. 2019; : :
Dose: 300 mg BID, | Syncope 0 (1.3) 0 (33.3) 2 (1.6) 21(5):640-650. Reinhard von Roemeling, MD

< 3 Prior therapies :
]

Note: After discussion with regulatory authorities of investigator-reported AEs, objective laboratory criteria for the determination of rhabdomyolysis were adopted from existing approved drug labels (CPK
>10 x ULN and SCr = 1.5 x ULN). Previously, reported events of rhabdomyolysis were determined by subjective criteria. Using the objective criteria, rhabdomyolysis was reported in 1/123 patients.

. Gummadi et al. ACS Med Chem
Lett 2020; 11(12):2374-2381.
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