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Rationale for Use of Evenamide in Patients with Treatment Resistant Schizophrenia

Combination of evenamide and an antipsychotic reverses deficits produced by glutamate antagonists

» Resistance to treatment with antipsychotics (APs) occurs in ~30% of patients —_——
with schizophrenia; it is noted in up to 20% of first-episode patients, while EVENAMIDE + CLOZAPINE
another ~20% develop it within 5 years of starting AP treatment P<0.001 T e
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 TRS is associated with increased morbidity, suicidality, and mortality: this may
be due to abnormalities in glutamatergic neurotransmission, rather than
excess dopamine synthesis
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 Evenamide, a selective inhibitor of voltage-gated sodium channels, devoid |
of activity at >130 CNS targets, normalizes glutamate release without affecting contr ker  o© WV & R
basal glutamate levels, and demonstrates benefits in animal models of &
psychosis as monotherapy and add on to APs &

[Anand et al. 2018 - ECNP]

 Evenamide reduces deficits induced by glutamate antagonists (MK-801,
PCP, amphetamine, ketamine) when added to an ineffective dose of
clozapine
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Study 014 and Study 015 (OLE) Description
Safety, tolerability, and preliminary efficacy of 3 fixed oral doses of evenamide

 Pilot, phase Il, open-label, rater-blinded, randomized, parallel-group, multi-center study in patients with TRS

« Efficacy endpoints - PANSS, CGI-S, CGI-C and Strauss Carpenter LOF — mean change from baseline and
proportion of responders

« Key inclusion criteria - moderately to severely ill patients (CGI-S of 4 to 6); PANSS total score of 70-90 and

prominent positive symptoms (score =24 on at least 2 core symptoms; PANSS Positive total = 20); functional
deficits (GAF < 50)

« Background medication - Monotherapy at a stable dose with any antipsychotic (other than clozapine)

« Patients completing 6 weeks in Study 014 could continue in a 46-weeks extension study (Study 015)

¥

Interim, 1-year data from the first 100 patients in Study 014 will be presented
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Study 014/015 1-year results of the first 100 patients

Patient disposition and safety summary

Day 0

WEEK 30 WEEK 52
Randomization WEEK'® 6-MONTH 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
Demographic and baseline characteristics Withdrawal of consent 10
» Age (years) - Mean [SD] - 37.6 [10.1] Lost to follow-up 4
» Gender (% males) - 69%
_ _ Adverse event 2
» Duration of illness (years) — Mean [SD] = 6.7 [2.7]

« Background AP - risperidone (56%), olanzapine (29%), others (15%)

Safety summary

« Most common TEAEsS - pyrexia, insomnia, and upper respiratory tract infection, 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) and all other safety measures

Ravi Anand, MD Anand Pharma Consulting (APC), Switzerland

#CINP2023 @ O O®



£ = 2 4th T OTORS
( ( ’-B) D) ) e D) sl O st 7-10 May 2023 Montreal, Canada The global platform for neuropsychopharmacology
5&# ! of Neuropsychopharmacology y

Study 014/015: PANSS Total Score and Responder Rate
Key efficacy results

PANSS Total Score - Mean (Change from Baseline [%]) PANSS Responder rate
N=97; LOCF N=97; LOCF
79.7
Visit PANSS
Responder Rate #
*
Week-6 16.5%
70.2 (-9.5) * *
[-11.9%] 67.1 (-12.6)
. . _ 0
[15.9%] | 65.1(-14.6) 6-Month 39.2%
[-18.3%)]

1-Year 47.4%

I I #At least 20% improvement from baseline on PANSS Total score

Baseline Week-6 6-Month 1-Year

*p<0.001,; paired t-test; LOCF
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Study 014/015: CGI-C and CGI-S Responder Rate
Key efficacy results

CGI-Change from Baseline Responder Analysis (%) CGI-S categories of change (%)
N=97; LOCF N=97; LOCF
51.6
48.4 433 1-Year
41.2 .
6-Months
21.6
15.5 155
I Week-6
Week-6 6-Month 1-Year
Very much improved (1) B Nochange (4) W 2or3 categories of improvement
Much improved (2) Minimally worse (5)
B Minimally improved (3) B 1 category of improvement
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Study 014/015 1-Year results of the first 100 patients

Key findings and conclusions

« Statistically significant improvement in PANSS total score, CGI-S, and Strauss-Carpenter LOF

(*p<0.001; paired t-test; LOCF)
« Through 1-Year, all efficacy scales show gradually increasing and sustained improvement

« Add-on of evenamide to all 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
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