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Introduction: Treatment-resistant schizophrenia (TRS) is associated with glutamatergic rather
than dopaminergic abnormalities (Demjaha et al., 2014), therefore antipsychotics (AP)
targeting monoamine receptors often fail to reduce symptoms. Evenamide, a sodium channel
blocker, normalizes hyperglutamatergic activity in the hippocampus, reduces the
hyperdopaminergic state of basal ganglia and reverses negative and cognitive symptoms in
the MAM model (Uliana et al., 2025).

Methods: Efficacy and safety of evenamide add-on to AP were mainly demonstrated in the
following randomized, international clinical trials. Study 014/015: phase 2, 1-year, open-label,
rater-blinded study in patients with TRS (Anand et al., 2025a). Study 008A: phase 2/3, 4-week,
double-blind, placebo-controlled trial in poor responders to atypical AP, including clozapine
(Anand et al., 2025b)

Results: Add-on treatment to AP with evenamide demonstrated long-lasting benefits in TRS
patients at 1-year (Anand et al., 2025a), with approximately 50% of them no longer meeting
the TRS definition and 25% achieving symptomatic remission (Anand et al., 2026).
Furthermore, statistically significant and clinically relevant improvements across all efficacy
scales (PANSS/CGI-S/CGI-C) were observed in the 4-week study in inadequate responders
(Anand et al., 2025b). Moreover, new emerging findings suggest that India and Argentina, the
countries with the largest number of patients enrolled in Study 008A, are associated with
statistically significant benefits by themselves.

Discussion: These results support the hypothesis that glutamate modulation by evenamide
can address unmet needs in patients with TRS. The ongoing ENIGMA-TRS program involves
>20 countries and >100 sites and will determine if the glutamate modulation produced by
evenamide is associated with statistically significant and clinically meaningful benefits in
patients who are already on therapeutic plasma concentrations of their second-generation
antipsychotics (SGA). The status of the ENIGMA-TRS program including the key
methodological features for its conduct will be presented.



