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Introduction

PIM kinases represent an emerging therapeutic target in multiple hematological malignancies, as exemplified by the
ongoing phase | clinical trials by AstraZeneca (AZD1208) and Novartis (LGH447) in acute myeloid leukemia and multiple
myeloma. Selvita has developed a potent and selective dual PIM/FLT3 mutant kinase inhibitor - SEL24-B489 showing high
iInhibitory activity on all three PIM kinase isoforms and FLT3 kinase mutants. We have previously reported that PIM kinases
are important downstream effectors of FLT3 signaling and play a crucial role in cell survival and inhibition of apoptosis
upon expression. Due to heterogeneous nature of AML, dual inhibition of FLT3 mutant kinase and PIM kinases led to
iImproved efficacy of our compound in comparison to selective inhibitors of either PIM of FLT3 Kkinases.

Comparison of selective PIM inhibitor AZD1208, selective FLT3 Pharmacokinetic-pharmacodynamic relationship and high
inhibitor AC220 and dual PIM/FLT3 inhibitor B489 in AML cells efficacy in vivo in mouse xenograft AML models
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Herewith, we would like to report further progress of characterizing SEL24-B489 inhibitor beyond AML. We assessed PIM
kinase expression levels in a panel of lymphoid malignancies and found that PIM1 and PIM2 exhibit high expression levels
In a fraction of mantle cell lymphoma (MCL), diffuse large-B-cell lymphoma (DLBCL), follicular lymphoma (FL), Hodgkin’s

B p-S6 (Ser 235/236)

lymphoma (HL), chronic lymphocytic leukemia (CLL) and mucosa associated lymphoid tissue-type (MALT) lymphoma cell

Tumor volume kinetics, MV4-11 Tumor volume kinetics, MOLM16
. : . : . : : . : Ok
lines and primary tumors. High levels of PIM kinases were associated with certain established adverse prognostic factors N « Control o Control
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successful example of rational drug design and showcases a promising therapeutic approach in multiple hematological S6 S6
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SE L24 B489 Shows CytOtOXIC aCtIVIty In AM L Ca ncer ce" Ilnes a nd .I tumors were allowed to reach >150 mm?3 (for A) or 100 to 150 mm?3 (for B). A) PK/PD relationship between SEL24-B489 concentration
o o o . and biomarker expression in spleen and tumor (not shown) was tested in a MOLM16 xenograft in immunodeficient mice
h lgh SEIECtl\"ty On a pa nEI Of 45 1 kl naSES Figure 3. A) Dual PIM/FLT3 inhibitor B489 shows superior activity in AML cell lines irrespective of the mutation background. B) MV-4-11 and (SCID/beige). B489 compound was administered per os for three consecutive days at a schedule twice a day (BID) in dose 25 mg/kg.
MOLM16 (both AML) expressing high levels of PIM kinases, were treated with SEL24-B489 compound for 4 hours in a dose-dependent manner After the last administration the animals were sacrificed at indicated time points and the plasma and spleen samples were harvested
in vitro and analyzed for phosphorylation of FLT3/PIM kinase downstream targets using Western blot. C — negative control (untreated cells). for compound concentration analysis (PK) and biomarker response analysis (PD). B) Efficacy of SEL24-B489 was investigated B489
A SEL24-B489 @ 1 uM B) deterr‘:‘i’nation SEL24- AZD  AC AZD1208 — selective PIM inhibitor, AC220 - selective FLT3 inhibitor and SEL24-B489 dual PIM and FLT3 inhibitor. compound was administered per os at a schedule twice a day (BID) in doses 75 or 25 mg/kg. Tumor size was monitored every other
- @Dx [nM] B489 1208 * 220* day and revealed strong antitumor effect dependent on dose in MV-4-11 and MOLM16 xenografts.
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Figure 1. Overview of in vitro activity for SEL24-B489, AZD1208, AC220 and cytarabine — reference PIM kinase inhibitors reported in the literature 0 0 0 - -
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Figure 2. Combination study of B489 with 2 oa oo 2 oa i g, DO reaches therapeutic plasma levels of biomarker inhibition (~300ng/ml, dashed line), while dose of 25 mg/kg/day leads to stable
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SEL24-B489A, 25 mg/kg + Cytarabine, 50 mg/ke P 4 8/ke Figure 4. Survival of primary AML blasts after treatment with SEL24-B489 compared with AZD1208 and AC220 shows superior activity of the dual
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1318 inhibition (TGI) revealed strong synergistic
antitumor effect dependent on dose.

inhibitor SEL24-B489 over AZD1208. Figure 7. Summary of SEL24-B489 properties — clinical candidate with first in class dual PIM/FLT3 profile. Summary of target(s) activity,

Days cellular activity, physicochemical properties, ADME properties, PK profile in rat and dog, safety dose and in vivo efficacy are shown.
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