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Background Summary and Conclusions

 TEAD transcription factors are the major effectors of  The duplex IHC assay resulted in high specificity for Merlin staining and a visible correlation between Merlin and YAP protein
the Hippo-YAP/TAZ pathway involved in cell expression. Within the mesothelioma tissues screened, both Merlin and YAP stained as expected, with varying degrees of
proliferation, survival, and cell migration?. Merlin cytoplasmic reactivity and YAP cytoplasmic and nuclear reactivity. Although Merlin expression was observed in

* Genetic alterations of pathway components (e.g., lymphocytes, only Merlin staining in the tumor cells were evaluated for H-score calculation.
NF2 which encodes the Merlin protein) leading to  The Merlin-YAP duplex IHC assay showed that VT3989 activity as measured by partial responses is selective for mesotheliomas
constitutive YAP/TAZ nuclear localization and TEAD with loss of Merlin. This includes identification of Merlin-negative VT3989 partial response mesotheliomas without detected
activation have been reported in a variety of human NF2 mutations. Thus, data from this study highlight the importance of comprehensively evaluating pathway components at
malignancies?. the genomics (NF2 mutations), transcriptome, and protein level (Merlin & YAP expression) to more fully understand the

* Preclinical studies demonstrated that TEAD inhibitor biomarker landscape of each responder. Further development is ongoing to determine if this Merlin-YAP duplex IHC assay
VT3989 disrupts YAP/TAZ-TEAD interaction, could be applied for patient selection.

suppresses TEAD transcriptional activity, and
selectively blocks proliferation of NF2-deficient
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assay has previously been reported*. The goal of

this study was to develop a similar dual IHC assay to VT3989 clinical responses in patients with loss of function NF2 mutations, as well as in
evaluate both Merlin and YAP protein expression

and co-localization to provide further biomarker patients without detected NF2 mutations based on NGS-based local laboratory testing
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detected NF2 mutations have low or no Merlin expression

* Merlin protem |s encoded by the NF2 gene Franklin et al, 2023, Nat Rev Cancer. 23(8):512-525

Three VT3989 partial response (PR) mesotheliomas without detected NF2 mutations have negative or low Merlin expression.
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