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INTRODUCTION

* The Hippo pathway is frequently mutated in human cancers and
mediates resistance to therapies targeting key oncogenic pathways

* The ultimate step of the Hippo pathway is mediated by the TEAD
transcription factors which consist of four related paralogs TEAD1-4

* TEADs bound to YAP1 or TAZ induce expression of pro-growth and anti-
apoptotic genes, whereas TEADs bound to VGLL4 suppress gene

expression (Figure 1)

* Given the essential roles of the Hippo pathway in renal physiology, it
may be beneficial to selectively target a TEAD paralog to minimize on-
target toxicity, while maintaining anti-tumor efficacy

* Although highly homologous, the lipid-binding pocket of TEADs harbor
some sequence divergence, highlighting an opportunity to design
paralog-specific compounds

* |K-930 is a TEAD1 selective inhibitor that has demonstrated anti-tumor
activity as a monotherapy in Hippo pathway mutated cancers and when
combined with targeted therapies in multiple experimental models (see

poster #3852)

* |K-930 is currently in Phase 1 development (NCT05228015)

lkena Oncology, 645 Summer Street, Suite 101, Boston, MA, USA

IK-930 has Superior Tolerability over panTEADi and Greater Therapeutic Window - TEAD1 and VGLLA Highly Expressed in EHE & Mesothelioma

Figure 3: Renal safety/therapeutic window comparison of IK-930 versus panTEAD inhibitor

Figure 8: TEAD1 and VGLL4 are highly expressed in mesothelioma and EHE tumors
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IK-930 is a TEAD1 Selective Palmitoylation Inhibitor

Figure 2:1K-930is a TEAD1 selective palmitoylation inhibitor
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d) Summary of biochemical and cellular data
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c) Click chemistry assay
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assay (a) or a NanoBRET assay (b). (c) Blocking of alkyl-palmitoyl-CoA binding by IK-930 or a panTEAD inhibitorto
recombinant TEAD1-4 YAP1-binding domain using a click chemistry assay. (d) Table summarizing the relative potency of
IK-930 or a panTEAD inhibitorin biochemical and cellular assays. (e) Structural representation of TEAD1 and TEAD4
palmitoylation pockets highlighting rationale for TEAD1 selective binding of I1K-930.

TEAD-VGLL4 Binding Functions as Transcriptional Repressor; IK-930 Promotes VGLL4 Binding to TEAD1

Figure 6: TEAD1 and VGLL4 drive anti-tumor activity of IK-930 in vitro in mesothelioma cell lines

Figure 4: TEAD transcription factors can function as transcriptional repressors
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CRISPR screen in HEK-293A TEAD luciferase reporter (a). TEAD luciferase reporter in cells treated with
TEAD1 and VGLL4 siRNAs (b). CTGF and CYR61 expression in cells treated with TEAD1 siRNAs (c).

Figure 5: IK-930 disrupts YAP1/TEAD1 binding, stabilizes VGLL4/TEAD1 binding, and can
form a TEAD1/VGLL4/TEAD4 heterotrimeric complex
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IK-930 Rebalances TEAD1 Transcriptional Activity
Towards a Repressive State
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* Collectively, these findings suggest that IK-930 drives TEAD1 into a
repressive complex that functionally antagonizes pro-tumorigenic
transcriptional machinery (Figure 9)
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