
Treatment-resistant schizophrenia (TRS) is present in ~30% of patients: a large

proportion of patients show resistance from first episode onwards, while some develop

it within a few years of starting treatment with APs (Demjaha et al, 2017).

Findings from neurochemistry, neurometabolism, and functional imaging in TRS

patients indicate abnormalities in glutamatergic neurotransmission (Moghaddam

B et al, 2012), rather than excess of dopamine synthesis (Demjaha A et al, 2014;

Mouchlianitis E et al, 2016).

Evenamide, a selective inhibitor of voltage-gated Na+ channels, is devoid of biological

activity at >130 CNS targets, normalizes glutamate release without affecting basal

levels, and demonstrated benefits in animal models of psychosis as monotherapy and

as an add-on to APs (including clozapine).
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This dose-blinded, interim analysis of safety/efficacy presents pooled results for patients who completed 6 months of participation in

this phase II, open-label, randomized, rater-blinded study evaluating effects of 7.5, 15, and 30 mg bid of evenamide in patients

with TRS who were not responding to their current antipsychotic. Patients who completed 6 weeks of treatment in Study 014 could

enter an extension (Study 015) that lasted up to 1-year. Key efficacy assessments, PANSS (primary efficacy measure) and CGI-S/C,

were performed by trained psychiatrists. Data from the first 100 patients were analysed using paired t-test.
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Demographic and Baseline Characteristics

• Age (years) - Mean [SD] → 37.6 [10.1]

• Gender (% males)→ 69%

• Duration of illness (years) – Mean [SD] → 6.7 [2.7]

• Background AP→ risperidone (56%), olanzapine (29%)

Safety and tolerability summary

• Most common TEAEs → pyrexia and insomnia, each experienced 

by 3 patients 

• No clinically important new/worsening abnormalities on → vital 

signs, ECG, laboratory tests, physical/neurological/eye exams, 

EPS (ESRS-A) or depression (CDSS)

Visit

PANSS CGI-S CGI-C
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Rate #
Mean Rating 

(Change)

Mean

Rating

Baseline - 4.6 -

Week-6 16.5% 3.9 (-0.7*) 3.0

Week-18 27.8% 3.8 (-0.8*) 2.9

6-Months 39.2% 3.7 (-0.9*) 2.8

3. PANSS Responder rate and mean ratings of CGI-S and CGI-C 

over time (N=97; LOCF)
✓ Statistically significant improvement in PANSS total score and CGI-S, 

(*p<0.001; paired t-test; LOCF)

✓ Through 6-months all efficacy scales show gradual and sustained improvement:

- PANSS Total Score → -12.6 points (-15.9%) change from Baseline

- PANSS responder rate #→ 39.2% - more than doubled compared to Week-6

- CGI-Change → 84.6% of patients rated at least ‘minimally improved’ (3)

- CGI-Severity → ~ 1-points improvement from Baseline

✓ Add-on of evenamide to all antipsychotics (APs) was well tolerated, with low

incidence of treatment-emergent adverse events (TEAEs). 97% of patients

completed 6-week treatment period, with 90% continuing in long-term extension.

✓ This trial is the first international trial of an NCE AP used as an add-on to a single

AP in patients with TRS. Results may change the management of future TRS

patients.

Key Findings and Conclusion

2. CGI-C from Baseline - Responder Rate % (N=97; LOCF)

1. PANSS Total Score - Change from Baseline [%] (N=97; LOCF)

Evaluate the benefit of evenamide, a glutamate modulator, given orally at 3 fixed

doses (7.5, 15 and 30 mg bid) as add-on to APs over 6-months in patients with TRS,

based on PANSS, and CGI-C/S.

Introduction

Aim
# At least 20% of improvement from Baseline on PANSS Total score
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