Glutamate modulation by evenamide produces statistically significant and clinically

relevant improvement in patients with treatment-resistant schizophrenia
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BACKGROUND

* Modulation of monoamines, effective in acute exacerbations of schizophrenia, failed to produce statistically significant or clinically relevant benefits in patients with inadequate
response or treatment-resistant schizophrenia (TRS)12

* The absence of benefit of augmentation therapy with antipsychotics? (5-HT/DA modulators) for the management of schizophrenia has led to an increasing interest for therapeutic
agents with novel mechanisms of action (e.g. muscarinic modulators, glutamate transmission modulators, etc.), which, in some cases, have proved efficacy in acutely ill patients
but did not demonstrate benefits in patients with poor/no response (e.g. KarXT)*

« Evenamide, a selective inhibitor of voltage-gated sodium channels, normalizes excessive glutamate release without affecting its basal levels. By acting at the site of dysfunction,
evenamide normalizes hyperactive hippocampal neurons and consequently reduces hyperdopaminergic firing in the VTA

* Evenamide has been shown to be effective in animal models of psychosis including the MAM model, in which it was able to rescue cognitive deficits and social impairments,
suggesting its potential for improving cognitive and negative symptoms. The effects of evenamide persist beyond its presence in the brain in MAM rats, suggesting potential for
neuronal plasticity®
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KEY FINDINGS AND CONCLUSIONS

e Study 014/015 demonstrated clinically relevant long-term benefits of evenamide when used as add-on to first- and second-generation antipsychotics in patients with TRS.
At 1-year, more than 50% of enrolled patients did not meet anymore protocol TRS severity criteria and approximately the 25% of them achieved remission based on literature criteria

« Study 008A was associated with statistically significant, clinically important improvements in inadequately responding patients on SGA (including clozapine)
* Modulation of glutamatergic system with evenamide is a promising novel therapeutic approach for patients with inadequate or no response to antipsychotics
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