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Background

1. TRS develops in ~30% of patients in about 5 years from starting treatment with 2. Findings from neurochemistry, neuro-metabolism, and functional imaging In
antipsychotics (APSs), resulting in increased morbidity, suicidality, and mortality TRS patients indicate abnormalities in glutamatergic neurotransmission

3. Evenamide, a selective inhibitor of voltage-gated sodium channels, is devoid of 4. Evenamide, as monotherapy and as add-on therapy, attenuates
biological activity at >130 CNS targets, and normalizes glutamate release worsening induced by amphetamine, scopolamine, phencyclidine, MK-801, or

without affecting basal levels ketamine in animal models of schizophrenia
AIM Provide new, group-blinded, 1-year treatment, interim efficacy and safety results from the first Phase ||
clinical trial evaluating a glutamate release inhibitor (evenamide) as add-on therapy for patients with TRS

Key inclusion criteria

1. TRS defined as significant clinical symptoms despite adequate doses of 2 1. Study 014 is a 6-week, randomized, open-label, rater-blinded,

standard antipsychotic medications (other than clozapine) from two different International study with completers continuing assigned doses for an
chemical classes, including at least 1 atypical antipsychotic, for at least 6 weeks additional 46 weeks in an extension study (Study 015).

of treatment 2. Patients were Initially randomized to 7.5 or 15 mg bid; the Independent
2. Moderately to severely ill (CGI-S of 4 to 6) Safety Monitoring Board (ISMB) allowed randomization to 30 mg bid after
3. PANSS total score of 70-90 and predominant positive symptoms (score of 4 reviewing safety data from the first 50 patients

or more on at least 2 core symptoms, and a PANSS Positive total score = 20) 3. Efficacy ratings (PANSS, CGI-C/S, and Strauss-Carpenter LOF) were
4. Functional deficits (GAF =50) performed by a psychiatrist blinded to the evenamide dose.

5. Monotherapy at a stable dose with any antipsychotic (other than clozapine) 4. Data were analyzed as a single evenamide group, using paired t-test to

assess changes from baseline to endpoint (Week 52)

Patient disposition

Day 0 T e WEEK 30 WEEK 52 Total discontinued: 16
Randomization 6-MONTH 1-YEAR Withdrawal of consent: 10
Randomized N = 100 Completed N = 97 Discontinued N =3 Completed N = 85 | Completed N =77 Lost to follow-up: A
Entered Extension N =90 || Did not enter extension N =7 Discontinued N =5 Discontinued N = 8 Adverse event: 2
PANSS Total Score - Mean (mean change from baseline) [%] (N=97; LOCF) PANSS Responder rate and CGI-S and LOF mean ratings over time
(N=97; LOCF)
79.7
PANSS CGI-S LOF
* Visit Responder Mean Rating Mean Rating
70.2 (-9.5) y
0 * * Rate (Change) (Change)
[-11.9%] 67.1 (-12.6) .
65.1 (-14.6) Baseline - 4.6 18.1
[-15.9%] 0
[-18.3%] Week-6 16.5% 3.9 (-0.7%) 19.0 (+1.0%)
6-Months 39.2% 3.7 (-0.9%) 19.7 (+1.6%)
1-Year 47.4% 3.5 (-1.1%) 19.9 (+1.8%)
Baseline Week-6 6-Months 1-Year # At least 20% improvement from Baseline on PANSS Total score
CGI-C from Baseline - Responder Rate % (N=97; LOCF) CGI-S categories of change - % of patients (N=97; LOCF)
51.6
48.4 433 28.9
: 1-Year
41.2 49 5
36.1
26.8
21.6 6-Months
15.5 155 59.8
B
Week-6
~ Week-6 6-Months 1-Year 48.5
Vi hi d(1 Minimally i d (3
.Mirghr?;(;r(;\r?e%rcz\zl)e (1) MMinimally improved (3) .I\N/Ici)n(i:rrrlzﬂsivi)élr)se (5) B 2 or 3 categories of improvement B 1 category of improvement

Demographic and baseline characteristics Safety summary

. Age (years) - Mean [SD] = 37.6 [10.1] -_ I\f/los;_t commc;}n TEAEs 2 dp3ge>§a, i?so;nnia, and upper respiratory tract
- Gender (% males) = 69% infection, each experienced by 3 patients

+ Duration of illness (years) — Mean [SD] > 6.7 [2.7] -ENCcc)Bclllnlljcall); |mptorttant r;]eV\/_/WCI)/rsenlnglj al_anollrmalltles on éEI\:/)léal éggsé .
» Background AP - risperidone (56%), olanzapine (29%), others (15%) , laboratory tests, pnhysical/ neurological/ eye exams, ( -A) or

depression (CDSS)
Key findings and Conclusion

Statistically significant improvement in PANSS total score, CGI-S, and LOF Through 1-Year all efficacy scales show gradually increasing and
(*p<0.001; paired t-test; LOCF) sustained improvement

Add-on of evenamide to all APs was well tolerated, with low incidence of This trial is the first international trial of an NCE AP used as an add-on to a
treatment-emergent adverse events (TEAES). 97% of patients completed 6-week single AP in patients with TRS. Results may change the management of
treatment period, with 90% continuing in long-term extension. future TRS patients.
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Background

Numerous authors have proposed “responder” criteria for patients with schizophrenia treated with antipsychotic (AP) monotherapy. A widely accepted definition of
response in patients with TRS treated with a putative AP added to their background AP monotherapy is not currently available, and more work is needed on this
highly relevant topic
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Key inclusion criteria

1. TRS defined as significant clinical symptoms despite adequate doses of 2
standard antipsychotic medications (other than clozapine) from two different
chemical classes, including at least 1 atypical antipsychotic, for at least 6 weeks

of treatment

2. Moderately to severely ill (CGI-S of 4 to 6)
3. PANSS total score of 70-90 and predominant positive symptoms (score of 4 or
more on at least 2 core symptoms, and a PANSS Positive total score = 20)

4. Functional deficits (GAF s50)
5. Monotherapy at a stable dose with any antipsychotic (other than clozapine)

Super Responder

responding adequately to their
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To assess the responders’ characteristics, response onset and maintenance of effect for up to 1 year based on PANSS, CGI-C,
and CGI-S in the first 100 patients with TRS treated with evenamide, a glutamate modulator, added to an antipsychotic.

1. Study 014 is a 6-week, randomized, rater-blinded, international study
with completers continuing assigned doses for an additional 46 weeks in a
separate extension study (Study 015).
2. Patients were Initially randomized to 7.5 or 15 mg bid; the Independent
Safety Monitoring Board (ISMB) allowed randomization to 30 mg bid after

reviewing safety data from the first 50 patients

3. Efficacy ratings (PANSS, CGI-C/S, and LOF) were performed by a

psychiatrist blinded to the evenamide dose.

4. Data were analyzed as a single evenamide group, using paired t-test to
assess changes from baseline to endpoint (Week 52)

Responder categories (mutually exclusive) in patients with TRS (Anand et al, 2023 EPA)

 PANSS total score improvement 2 20%;

* CGI-C at least much improved (i.e., a score of 1 or 2);

* CGI-S at least 1-point improvement
« CGI-S at most mildly ill (i.e., a score of 3 or less)

Day 0

Randomization

Early responders

‘Super’ + ‘Partial’ responders at Week-6

| ate responders
|_> ‘Super’ + ‘Partial’ responders at Week-30

Patient disposition

WEEK 30
6-MONTH

Partial Responder

 PANSS total score improvement 2 15%;
* CGI-C rated as any improvement (i.e.,1, 2 or 3);
* CGI-S at least 1-point improvement

WEEK 52

1-YEAR

Randomized N = 100

Completed N = 97

Discontinued N =3

Completed N = 85

Completed N =77

Entered Extension N = 90 || Did not enter extension N =7

Discontinued N =5

Discontinued N = 8

Total discontinued 16
Withdrawal of consent 10
Lost to follow-up 4
Adverse event 2

Proportion of patients considered PANSS Responders* by visit and 1-year follow up (N=97; LOCF) ‘Super’ and ‘Partial’ Responders distribution (N=97; LOCF)
_ 1-Year follow up Proportion of patients (%)
No. patients : : ., . :
(% of patients with maintained response) Visit Super Partial
Week-6 16 14 (87.5) Week-6 15.5 16.5
Week-18 1 11 (100) Week-18 18.6 26.8
Week-30 6 4 (66.7)
Total 44 (45.4) 38 (86.4) 1-Year 38.1 19.6
*At least 20% of improvement from Baseline
Baseline characteristics of Early And Late Responders (N=97; LOCF) Completion rate (N=97; LOCF)
: : : Discontinuation for
Ant hotic (% patient A -
ntipsychotic (% patients) Gender ge Response N Completed 1-year Any Reason
Response | N FGAS SGAs Males (%) Mean (SD) Early 31 25 (80.6) 6 (19.4)
Late 21 19 (90.5) 2 (9.5)
Early 31 1(3.2) 30 (96.8) 23 (74.2) 38.7 (8.96)
Non-Responder 45 32 (71.1) 13 (28.9)
Late 21 5(23.8) 16 (76.2) 16 (76.2) 36.3 (11.04) Total 97 76 (78.4) 21 (21.6)

Out of the first 100 patients randomized in Study 014, 86.4% of those who
achieved at least 20% improvement from baseline in PANSS total score,
maintained the response at 1-year, irrespective of the time of response

onset

Patients who responded (either early or late) were more likely to complete
the 1-year treatment period than non-responders

Key Findings and Conclusion

The proportion of patients considered as ‘super’ responders increased over
time up to 1 year

Patients on FGAs were more likely to be Late, rather than Early, responders.
No meaningful differences were noted Iin the gender distribution, while late
responders were 2.5 years younger than early responders

Add-on of evenamide to all APs was well tolerated, with low incidence of treatment-emergent adverse events (TEAES). 97% of patients completed the 6-week
treatment period, with 90% continuing in the long-term extension, and 77% completing 1 year of treatment.

CMO Ravi Anand, MD
Email ravi@anand.ch



	CINP 2023_Study 014-015_1-year data_poster
	Slide 1

	CINP 2023_Study 014-015_Early and Late responders_poster
	Slide 1


