Analysis of genetic mutation profile and CNS pharmacokinetics In relapsed/refractory primary
CNS lymphoma patients responding to novel emavusertib (IRAK41) and BTKI combination
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INTRODUCTION METHODS

NFkB Biology:
* The safety, clinical activity, and potential biomarkers of emavusertib in R/R PCNSL are

Two Pathways Drive NHL/CLL
BCR and TLR Pathways independently drive NF-kB overactivity being investigated in the ongoing open-label, Phase 1/2 TakeAim Lymphoma trial
(NCT03328078).
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Mutation Frequencies by Gene Figure 3: Mutational landscape in

PCNSL patients treated with
emavusertib, stratified by clinical
response (from archival tissue)

Mutation frequencies are shown for

Clinical Strategy:
Block both pathways with Combination Therapy

In preclinical testing, blocking both IRAK4 and BTK
demonstrated better tumor reduction than blocking either one alone
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reported in about 70% of PCNSL tumors (4). = Percent of Cases
 Emavusertib, a first in class oral IRAK4 inhibitor, dosed twice dally has: g 50
v Demonstrated an acceptable long term safety profile in combination cohort of LL 0
TakeAim Lymphoma trial in R/R NHL patients (5). " CONCLUSIONS
v Demonstrated the ability to overcome tumor resistance to ibrutinib and PI3K
L . g . 100 200 Q Q
inhibitors in preclinical studies (6). NI . . — . .
v Crossed the blood-brain barrier, reversed IRAK4 pathway activity and caused Dose (mg BID) @v. QV' . Emavusertib levels in CSF were significantly higher in the 200 mg BID cohort compared to the
<& <& 100 mg BID cohort (p = 0.0231).

tumor regression, including cure in a murine PDX model with transplanted A20 NHL
to the brain (7).

v" Shown in-vivo synergy in B-cell NHL in combination with multiple BTK inhibitors
(ibrutinib, acalabrutinib, and zanubrutinib), potentially enhancing patient sensitivity
to BTK inhibitor therapy and promoting resensitization to BTKIi treatment (8,9).

B CSF

. Plasma concentrations increased after dosing and peaked between 2—3 hours post-dose for both
dose levels. Higher plasma exposure was observed in the 200 mg cohort compared to the 100
mg cohort across all time points.

. Targeted sequencing of PCNSL patients treated with emavusertib revealed distinct mutational
profiles between responders and non-responders. Responders showed a higher prevalence of

A. CSF PK of emavusertib (ng/ml) at dose levels of 100 mg and 200 mg BID in PCNSL
patients p = 0.0231.

B. Comparison of PK % of CSF/plasma emavusertib (EMA) (at dose levels of 100 mg and
200 mg BID) and ibrutinib (IBR) (560 mg QD). 4 out of 7 samples of IBR were below the
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