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Project Overview

* Demonstrate MyD88 activation in PCNSL

* Determine CNS concentrations of Emavusertib (CA-4948)
& determine If within therapeutic range

» Assess Emavusertib (CA-4948) anti-tumor efficacy In
PCNSL preclinical models
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MYDS88 Is a driver of lymphomagenesis
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EBV- mucocutaneous ulcer ) 0 " NA 1 %8
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Lymphomatoid granulomatosis Unknown*
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Emavusertib (CA-4948): A novel small
molecule IRAK4 Kinase Inhibitor

GlideXP RMSD to Crystal DeepAtom
Receptor Docking Score | Structure Ligand Pose Score
(kcal/mol) (A (kcal/mol)
Human IRAK4 -6.5 0.743 -11.1
Mouse Homolog -8.9 0.870 -11.1
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First-in-class inhibitor
Good oral bioavailability

High binding affinity to human IRAK4 (23 nM),
high predicted binding affinity to murine IRAK4

« Well tolerated; safety profile allows long-term

treatment and combination with other
therapies

« Anti-tumor activity in hematological

malignancies that are driven by activation of
TLR/IL-1R pathways
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Emavusertib in B Cell Cancers

Monotherapy

6 patients were treated with emavusertib for
~1 year or longer

« 3 patients ongoing with treatment with
duration ranging 19-41 months

1 FL patient achieved PR after 13+ cycles
of treatment

1 WM patient achieved PR after 21 cycles
of treatment, and IgM values continued to
decrease (~80% reduction)
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IgM values were used as the measure for tumor burden for WM/LPL patients; sum of product of
diameters of target lesions were used as the measure for other lymphoma types.

Previously presented at IWWM 2022
Data extracted on May 6", 2022
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Emavusertib reaches therapeutic doses in CNS

Preclinical model sensitivity to CA-4948 L C-MS/MS detection of CA-4948 in murine CNS
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Emavusertib: preclinical anti-tumor activity in CNS

Improved survival in preclinical PCNSL CA-4948 reduces in vivo tumor proliferation
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Preserving memory, enhancing life




