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DISCLAIMER

RESTRICTED SCOPE; EXCLUSION OF LIABILITY; CONFIDENTIALITY
The information contained in this presentation in respect of Newron Pharmaceuticals S.p.A. ("Newron") and communicated during any delivery of the presentation, including the talks given by the presenters, any question and answer session and any document or material distributed at or in connection with the presentation (together, this "Presentation") has 
been prepared and issued by and is the sole responsibility of Newron. This Presentation is confidential and is being supplied to you for information purposes only. The information contained herein has not been independently verified. No representation or warranty, express or implied, is made as to, and no reliance should be placed on, the fairness, accuracy, 
completeness or correctness of the information or opinions contained herein. None of Newron, its advisors or any of their respective representatives or affiliates shall have any liability whatsoever (in negligence or otherwise) for any loss howsoever arising from any use of this Presentation or its contents or otherwise arising in connection with this Presentation.

Neither Jefferies GmbH ("Jefferies") nor any of its directors, officers, employees, advisers and agents accept any responsibility or liability whatsoever for/or make any representation or warranty, express or implied, as to the truth, fairness, fullness, accuracy or completeness of the information in this Presentation (or whether any information has been omitted 
from the Presentation) or any other information relating to Newron or its associated companies, whether written, oral or in a visual or electronic form, and howsoever transmitted or made available or for any loss howsoever arising from any use of this Presentation or its contents or otherwise arising in connection therewith. None of Newron, Jefferies or any of 
their respective directors, officers, employees, agents, affiliates or advisers is under any obligation to update, complete, revise or keep current the information contained in this Presentation to which it relates or to provide the recipient of with access to any additional information that may arise in connection with it. This Presentation does not purport to be all 
inclusive, or to contain all the information that you may need and speaks only as of the date hereof.

Jefferies, which is authorised and regulated in Germany by the Bundesanstalt für Finanzdienstleistungsaufsicht, is acting exclusively for Newron and no one else in connection with this Presentation or any future transaction in connection with it. Jefferies will not regard any other person (whether or not a recipient of this Presentation) as a client or will be 
responsible to anyone other than Newron for providing the protections afforded to its clients or for the giving of advice in relation to the contents of this Presentation or any transaction, matter or arrangement referred to in this Presentation.

This copy of the Presentation is strictly confidential and personal to the recipient. It may not be (i) used for any purpose other than in connection with the purpose of this Presentation, (ii) reproduced or published, (iii) circulated to any person other than to whom it has been provided at this Presentation. 

FORWARD-LOOKING STATEMENTS
This Presentation contains forward-looking statements, which reflect management's current views and estimates, including (without limitation) about (1) Newron’s ability to develop and expand its business, complete development of its current product candidates and current and future collaborations for the development and commercialisation of its product 
candidates and reduce costs (including staff costs), (2) the market for drugs to treat CNS diseases and pain conditions, (3) Newron’s anticipated future revenues, capital expenditures and financial resources, and (4) assumptions underlying any such statements. In some cases these statements and assumptions can be identified by the fact that they use words such 
as “will”, “anticipate”, “estimate”, “expect”, “project”, “intend”, “plan”, “believe”, “target”, and other words and terms of similar meaning. All statements, other than historical facts, contained herein regarding Newron's strategy, goals, plans, future financial position, projected revenues and costs and prospects are forward-looking statements.

By their very nature, such statements and assumptions involve inherent risks and uncertainties, both general and specific, and risks exist that predictions, forecasts, projections and other outcomes described, assumed or implied therein will not be achieved. Future events and actual results could differ materially from those set out in, contemplated by or 
underlying the forward-looking statements due to a number of important factors. These factors include (without limitation) (1) uncertainties in the discovery, development or marketing of products, including without limitation negative results of clinical trials or research projects or unexpected side effects, (2) delay or inability in obtaining regulatory approvals or 
bringing products to market, (3) future market acceptance of products, (4) loss of or inability to obtain adequate protection for intellectual property rights, (5) inability to raise additional funds, (6) success of existing and entry into future collaborations and licensing agreements, (7) litigation, (8) loss of key executives or other employees, (9) adverse publicity and 
news coverage, and (10) competition, regulatory, legislative and judicial developments or changes in market and/or overall economic conditions.

Newron may not actually achieve the plans, intentions or expectations disclosed in forward-looking statements and assumptions underlying any such statements may prove wrong. Investors should therefore not place undue reliance on them and the information contained in the Presentation. There can be no assurance that actual results of Newron's research 
programmes, development activities, commercialisation plans, collaborations and operations will not differ materially from the expectations set out in such forward-looking statements or underlying assumptions.

Except where otherwise indicated in this Presentation, the information provided herein is based on matters as they exist at the date of preparation of this Presentation and not as of any future date. All information presented or contained in this Presentation is subject to updating, revision, correction, verification, completion and amendment without notice. 
Except as required by law, none of the Newron, Jefferies their respective affiliates or their respective Representatives is under any obligation to update, complete, revise or keep current the information contained in this Presentation to which it relates or to provide the recipient of with access to any additional information that may arise in connection with it.

NO OFFER OR INVITATION; NO PROSPECTUS
This Presentation does not contain or constitute an offer to sell or a solicitation to buy or subscribe any securities of Newron and neither this entire Presentation or a portion of it may constitute a recommendation to effect any transaction or to conclude any legal act of any kind and no part of it shall form the basis of or be relied upon in connection with any 
contract or commitment whatsoever.

This Presentation is not a prospectus within the meaning of the Swiss Financial Services Act ("FISA") or any other applicable laws and has not been approved by any person. In making a decision to purchase or sell securities of Newron, investors must rely (and they will be deemed to have relied) solely on their own independent examination of Newron. The 
distribution of this Presentation or any information contained in it, and the offering or sale of securities may be restricted by law in certain jurisdictions, and therefore any person into whose possession any document containing this Presentation or any part of it comes should inform themselves about, and observe, such restrictions. Any failure to comply with 
these restrictions could result in a violation of the laws of such jurisdiction. Recipients of this Presentation are required to inform themselves of, and comply with, all such restrictions or prohibitions and neither Newron, Jefferies nor any other person accepts any liability to any person in relation thereto.

Neither this Presentation nor any part or copy of it may be taken or transmitted, directly or indirectly, into the United States of America, its territories and possessions, any State of the United States, and the District of Columbia (together, the "United States") or distributed, directly or indirectly, in the United States, except to a limited number of persons that are 
reasonably believed to be "qualified institutional buyers" ("QIBs") as defined in Rule 144A under the US Securities Act 1933, as amended (the "Securities Act"). Newron's securities have not been and will not be registered under the Securities Act or under the securities laws of any state or other jurisdiction of the United States and may not be offered, sold, 
reoffered, resold, delivered, distributed or otherwise transferred, directly or indirectly, in or into the United States absent registration under the Securities Act except in transactions exempt from, or not subject to, the registration requirements of the Securities Act and in compliance with any other applicable securities laws of any state or other jurisdiction of the 
United States.

This Presentation is only being made, supplied or directed at (a) persons in member states of the European Economic Area who are qualified investors (within the meaning of Article 2(e) of Regulation (EU) 2017/1129 (the "EU Prospectus Regulation") ("Qualified Investors"), or (b) persons in the United Kingdom that are Qualified Investors within the meaning of 
Article 2(e) of Regulation (EU) 2017/1129 as it forms part of UK law by virtue of the European Union (Withdrawal) Act 2018 (the "UK Prospectus Regulation") (i) who have professional experience in matters relating to investments falling within Article 19(5) of the Financial Services and Markets Act 2000 (Financial Promotion) Order 2005, as amended ("Order") 
(investment professionals) or (ii) who fall within Article 49(2)(a) to (d) of the Order (high net worth companies, unincorporated associations etc.) or (c) persons in Switzerland who are professional clients within the meaning of the FISA ("Professional Clients") or (d) those persons to whom it may otherwise be lawfully communicated (all such persons together 
being referred to above being "Relevant Persons"). Any investment or investment activity to which this Presentation relates is available only to Relevant Persons in the United Kingdom, Professional Clients in Switzerland and Qualified Investors in member states of the EEA and will be engaged in only with Relevant Persons in the United Kingdom, Professional 
Clients in Switzerland and Qualified Investors in member states of the EEA. Each recipient is deemed to confirm, represent and warrant to the Company that they are a Relevant Person if in the United Kingdom, a Professional Client if in Switzerland or Qualified Investor if in the member state of the EEA. Persons who are not Relevant Persons if in the United 
Kingdom or Qualified Investors if in the member state of the EEA must not attend or receive this Presentation. No person may rely on or act upon the matters communicated in this Presentation. Any person who is not a Relevant Person in the United Kingdom, a Professional Client in Switzerland or a Qualified Investor in the member state of the EEA who has 
received this Presentation or any document forming part of this Presentation must return or destroy it immediately.

Any person who wishes to access this Presentation must first satisfy themselves that they are not subject to any local requirements that prohibit or restrict them from doing so and that Newron is not otherwise prohibited from providing this Presentation to that person. If any such prohibition applies or you are in any doubt as to whether any such prohibition 
applies, please do not access this Presentation. It is your responsibility to satisfy yourself as to the full observance of any relevant laws and regulatory requirements
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COMPANY HIGHLIGHTS

Differentiated portfolio of innovative CNS product candidates

▪ Xadago® for Parkinson’s disease – Global approvals validate Newron’s development capabilities 
from research to market

▪ Evenamide

− Only known* (add-on)- compound with scientific evidence of efficacy in treating poorly 
responding/treatment resistant schizophrenia patients, since and beyond clozapine

− Partnered with EA/Eisai for Japan/Asia

Management team with extensive experience and proven track record in drug 
development and commercialization (Novartis, Roche, Organon, J&J)

Fully independent Board of Directors with seasoned industry experts (Abbvie, Bayer, Aventis, 

GW Pharma, Abbott, Jazz)

3
*Based on information available to the company regarding drugs approved for study
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EVENAMIDE – CHANGING THE TREATMENT 
PARADIGM IN SCHIZOPHRENIA

▪ Large market opportunity

▪ Differentiated MoA and positioning 

➢ First add-on drug
• Changes a non-responder into a responder
• No need to change current therapy, minimizing 

risk of patient relapse
• Ease-of-use for patients & physicians

➢ First/only TRS (treatment resistant schizophrenia) 
drug since/beyond clozapine

• 30-50% of total population
• Est. c.20-30% poor responders

▪ TRS patients: Positive results from 1-year pilot study 014/015 in 161 TRS patients 

▪ NON-TRS patients: Positive results from pivotal Phase II/III Study 008A

▪ Next clinical inflexion points: Pivotal 1-year study ENIGMA-TRS 1, Pivotal 12-
week study ENIGMA-TRS 2 results

▪ Regulatory strategy: Approval in TRS - Chance for early market access

▪ Strong IP position: Exclusivity: 2035 (COMP, US), 2033 (COMP, RoW) and 
beyond (10 yrs exclusivity post approval in the EU); additional patents 
(process, solid form-COMP) granted/under review: up to 2044

• Industry confidence evidenced by: EA Pharma/Eisai & additional 
development cooperations

TPP CLINICAL EVIDENCE

NEXT STEPS



EA Pharma / EISAI (top 10 Japan: donepezil/Aricept, lecanemab, Leqembi) to develop evenamide 
in all indications in Japan and other designated Asian territories*

Newron to receive 
- €44m downpayment
- €11m of contribution to upcoming Phase III program in TRS, up to
- €62m of regulatory and commercial milestones, up to
    €117m total, up to 
- tiered royalties up to a double-digit percentage of net sales
- about €100m NPV for less than 10% of the market

5

*Brunei Darussalam, the Kingdom of Cambodia, the Republic of Indonesia, the Lao People's Democratic Republic, Malaysia, the Union of Myanmar, the 
Republic of the Philippines, the Republic of Singapore, the Kingdom of Thailand, the Socialist Republic of Vietnam

Funds raised to cover upcoming ENIGMA-TRS 1 Phase III study 

Study initiated in May 2025

EVENAMIDE: LICENSING AGREEMENT WITH EA/EISAI

5



SCHIZOPHRENIA - HIGH MEDICAL NEED FOR 23 MILLION PATIENTS WORLDWIDE
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Most patients with schizophrenia demonstrate reduced control of positive 
symptoms by typical and atypical antipsychotics after first few years of treatment

LARGE MARKET 
OPPORTUNITY 
(anti-psychotics 
market >$23bn)

▪ 1% prevalence of disease

▪ Disease onset in 20s, 
need for life-long 
treatment

▪ Cost to society (direct 
cost US only): $63bn p.a.

Schizophrenia

~30% of patients 
respond well to 
monotherapy

+
Patients meeting TRS definition ~30% TRS

~70% of patients

~40% Inadequate Response

Major shortcomings of current antipsychotics:

▪ No effective drugs to eliminate symptoms, reduce progression, limit disability,
suicide or early mortality 

▪ All available options target D2/5HT2, but not glutamate, shown lately to be the major 
abnormality in poor/non-responders

Over 30 antipsychotics available, but all provide short-term and 
insufficient relief of some of the symptoms



EVENAMIDE’S DIFFERENTIATED MODE OF ACTION DEMONSTRATED
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Inhibition of native sodium channels  
expressed in rat cortical neurons

Krest (µM)

25

Kinact (µM)

0.4

Modulates sustained repetitive firing 
without inducing impairment of 
the normal neuronal excitability

Evenamide 1µM

Control

High frequency 
firing

Low frequency 
firing

Evenamide 1µM

Control

Inhibits             
Glutamate Release

Evenamide 5 mg/kg ip (n=8)

Evenamide 2.5 mg/kg ip (n=6)

Saline or 
Evenamide 

Selectively blocks native sodium channels, showing no off-target effect on >130 other CNS receptors, 
enzymes, transporters, etc. 

Selectively  blocks VGSCs  in a 
voltage-and use-dependent manner



KETAMINE-INDUCED DETERIORATION OF PPI IS RESCUED BY COMBINATION OF 
INEFFECTIVE DOSES OF CLOZAPINE AND EVENAMIDE
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Combination of ineffective doses of evenamide 
with antipsychotics (APs) was associated with 
improvement in animal models of psychosis

Potential to benefit:

positive, negative and cognitive symptoms
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Impairment 

P<0.001

ns ns

KETAMINE 6 mg/kg

CLO

3 mg/kg ip

Control
KET

6 mg/kg

***

***
^^^

KETAMINE 6 mg/kg

EVE

1.25
mg/kg po

EVE

5.0 
mg/kg po

“Full reversal”

Evenamide FGAs/SGAs+

CLO
3 mg/kg ip

+

EVE
5.0 mg/kg po

1

2
CLO

3 mg/kg ip

+

EVE
1.25 mg/kg po

Statistics: 3-way, repeated-measure ANOVA; 
***P<0.001 vs KET; ̂ ^^ P<0.001 vs EVE 5 (Tukey’s post-hoc test)  (n=16/group)



STRAIGHT TO THE HEART OF THE BRAIN

Ventral
Striatum

Ventral
Pallidum

VTA 
Dopamine

Dopamine 
Receptors

HIPPOCAMPUS 
site of deficit 

evenamide

9

current
antipsychotics



EVENAMIDE: SIGNIFICANT EFFICACY IN THE MAM MODEL
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DOMAIN KEY FINDINGS ON EVENAMIDE 

Neuronal
Activity

Reduces Hippocampal Pyramidal Neuron Hyperactivity

Normalizes VTA Dopamine Neuron Population Activity

Impacts Primarily Lateral VTA Dopamine

Effects of evenamide outlast its presence in the brain → Induction of Long-Term Plasticity (after 
a single dose) → Potential for disease modification

Cognition Normalizes Novel Object Recognition Model of Cognition

Negative     
symptoms

Normalizes Social Approach/Interaction Model of Negative Symptoms



MAM MODEL: EVENAMIDE EFFECTS PERSIST WELL BEYOND THE DRUG HALF-LIFE 
THIS IMPLIES INDUCTION OF LONG-TERM PLASTICITY AFTER A SINGLE DOSE

11



EVENAMIDE – DIFFERENTIATION AND COMMERCIAL OPPORTUNITY IN 
SCHIZOPHRENIA
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First drug for Treatment Resistant 
Schizophrenia (TRS) since 
clozapine (1989)

Potential to be first add-on 
antipsychotic to be approved for 
inadequately responding patients

Only known* option as add-on to 
clozapine

More than 30% of schizophrenia 

population (with upside to 50%)

in routine practice, the use of clozapine 
is limited by safety, tolerability, and 
monitoring requirements

Strong HTA value story to support
pricing and coverage

Up to 70% of Chronic schizophrenia 
population (every ~18 months)

Add-on therapy with no dose-limiting 
side effects a key advantage for patients 
and prescribers

No antipsychotic has demonstrated 
benefit as augmenting therapy for 
clozapine (~30k CLZ-TRS patients in each 
key territory)

Large market opportunity

NO  direct competition as Evenamide can be added to all antipsychotics

Seeking to change treatment paradigm in schizophrenia

*Based on information available to the company regarding drugs approved for study



Differentiated – structure, pharmacology, benign side effect profile, indication 
(Add-on to any antipsychotic for TRS patients), NO competitor identified

EVENAMIDE
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FIRST POTENTIAL 
BREAKTHROUGH 
FOR TRS PATIENTS 
IN OVER 30 YEARS 

Evenamide treatment of 161 TRS patients prevented ANY psychotic relapse 
or hospitalization

Placebo-controlled study in 291 subjects demonstrated significant efficacy of 
Evenamide 30 mg bid across measures and analyses in poor AP responders

Based on above results, and efficacy/safety profile positive health technology 
assessment opinion is deemed likely

Low incidence of treatment-emergent adverse events, or drop out due to intolerance

No pattern of QTc prolongation, cardiac abnormalities, abnormal lab results, or side effects 
of antipsychotics (EPS, weight gain, sexual dysfunction, hormonal changes, CNS effects)

> 120 patients treated for 1 year; > 500 unique subjects and > 400 patients 
with schizophrenia treated with Evenamide

Acceptance of registration dossier based on 1 sufficiently positive TRS study expected

All tox studies accepted by health authorities, ERA and carcinogenicity – 1 species, 6 
months only outstanding work



PILOT STUDY 014/015: DESIGN AND KEY CHARACTERISTICS

Study design: 
A pilot, randomized, open-label, rater-blinded, parallel-group,       
6 weeks, multi-center study followed by an extension up to 
1 year of treatment with Evenamide

Objectives: 
Evaluate the safety, tolerability and preliminary efficacy of three 
add-on fixed doses of Evenamide (7.5, 15 and 30 mg bid) in 
patients with treatment resistant schizophrenia (TRS) not 
responding adequately to their stable, therapeutically active dose 
of a single antipsychotic medication, treatment for up to 1-year in 
the extension study (Study 015)

Efficacy measures: : 
PANSS, CGI-S, CGI-C, LOF rated by psychiatrists certified for the study 

The efficacy rater was blinded to the dose of Evenamide and to any 
safety findings

Study Population:

▪ Treatment-Resistance with documented non-response to at 
least 2 antipsychotics from two different chemical classes 
including at least one atypical antipsychotic, for at least 6 
weeks of treatment each

▪ PANSS total 70-90; PANSS positive total score ≥ 20, CGI-S of 
moderately to severely ill (4-6);

▪ Antipsychotic monotherapy (except clozapine) for 4 weeks 
prior to screening, with current symptoms present for at least 
one month

▪ NO Patients at high risk of suicide/ other psychiatric disorders/ 
severe or unstable disease

14

Countries: 
India  |  Italy  |  Sri Lanka



STUDY 014/015 – PATIENT DISPOSITION BY STUDY AND DURATION

15

Day 0/1
Randomization

WEEK 6
WEEK 30
6-MONTH

WEEK 52
1-YEAR

Randomized
N = 161*

7.5/15/30 mg bid
N=50/60/51

Completed
N = 153 (95%)

Discontinued
N = 8

Entered extension
N = 144 (89%)

Did not enter
extension N = 9

Total Discontinued 31

Withdrawal of consent 23

Lost to follow-up 5

Adverse event 2

Death 1

Completed
N = 132 (82%)

Discontinued
N = 12

Completed
N = 121 (75%)

Discontinued
N = 11

* One patient not dosed

STUDY 015: Additional 46 weeks of treatmentSTUDY 014: 6 weeks

Continuation rate into extension (Study 015) → 144/153 (94%)

Completion rate of Study 015 alone → 121/144 (84%)



*
63.9

-15.5 (10.18) 
-19.4%

Baseline Week-6 6-Month 1-Year

STUDY 015 – POSITIVE AND NEGATIVE SYNDROME SCALE (PANSS)
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MEAN CHANGE FROM BASELINE (SD) – mITT
% Change from baseline

* p-value vs baseline < 0.001, paired t-test, OC

79.5
(5.04)

*

70.0
-9.5 (7.13)

-11.9%

*

66.5

-12.8 (7.65) 

-16.1%

N=156 N=152 N=131 N=127



STUDY 015 – POSITIVE AND NEGATIVE SYNDROME SCALE (PANSS)
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PANSS RESPONDER ANALYSIS (%) – mITT
PANSS Total ≥20% Improvement from baseline

15.4

34.0
41.8

84.6

66.0
58.2

Week-6 6-Month 1-Year

Responder Non Responder



STUDY 015 - PATIENTS NO LONGER MEETING SEVERITY CRITERIA FOR TRS (mITT; 
LOCF/OC)
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*P1 (delusions), P2 (conceptual disorganization), P3 (hallucinatory behavior), P4 (excitement), P6 (suspiciousness), P7 (hostility), G9 (unusual thought content); #P2, P3, P6, G9
***Data on file at Newron Pharmaceuticals

SEVERITY CRITERIA VISIT WEEK 6 6-MONTH 1-YEAR

STAT
N

LOCF
156

OC
152

LOCF
156

OC
131

LOCF
156

OC
120

1. PANSS <70 n (%) 72 (46.1) 72 (47.3) 93 (59.6) 84 (64.1) 99 (63.5) 84 (70.0)

2. Core items* <20 n (%) 60 (38.4) 60 (39.4) 83 (53.2) 76 (58.0) 93 (59.6) 80 (66.7)

3. CGI-S < 4 n (%) 52 (33.3) 52 (34.2) 73 (46.7) 66 (50.4) 89 (57.1) 76 (63.3)

4. Score of > 4 in max 1 
core symptom of psychosis# n (%) 75 (48.1) 75 (49.3) 96 (61.5) 87 (66.4) 104 (66.7) 87 (72.5)

All combined n (%) 40 (25.6) 40 (26.3) 57 (36.5) 51 (38.9) 76 (48.7) 66 (55.0)



STUDY 014/015 – PROPORTION OF PATIENTS WHO MEET PROPOSED 
REMISSION CRITERIA
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Method Criteria
Maintenance
requirement

N=156
n (%) of patients meeting 
remission criteria

Lieberman et al, 1993
P1, P2, P3, P6, G5 ≤ 3
CGI-S «mildly ill»; 
CGI-C «much improved»

8 weeks 43 (27.6%)

Andreasen et al, 2005 P1, P2, P3, N1, N4, N6, G5, G9 ≤ 3 24 weeks 39 (25.0%)



STUDY 008A - DESIGN AND KEY CHARACTERISTICS

Study design: 
A potentially pivotal, phase II/III, 4-week, international 
randomized, double-blind, placebo-controlled study

Objectives: 
to evaluate the efficacy, safety, tolerability, of evenamide 30 mg bid 
vs placebo in patients who are inadequate responders to SGAs

Sample size: 291 patients randomized in a 1:1 ratio → 
Evenamide 30 mg bid OR matching Placebo

Efficacy measures: : 
PANSS, CGI-S, CGI-C, LOF

Study Population:

▪ Outpatients with chronic schizophrenia (DMS-5) on therapeutic 
doses of SGAs who are still symptomatic, despite ≥ 4 weeks of 
treatment at a stable dose (adherence confirmed by plasma 
levels)

▪ Current symptoms present for at least one month

▪ Total PANSS 70-85 

▪ CGI-S rating of moderately (4) to severely ill (6)

▪ Patients with ≥2 core positive symptoms (hallucinations, 
suspiciousness, conceptual disorganization and unusual 
thought content) rated moderately severe or higher

20

Countries: 
EU (CZ, EST, HUN, ITA, RO, SPA), IND, MEX, ARG



STUDY 008A - STUDY DESIGN AND KEY FEATURES
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Safety
Follow up

Antipsychotic plasma 

levels to confirm 

adherence

R
A

N
D

O
M

IZ
A

TI
O

N
Patients receiving second–generation antipsychotics (APs) at therapeutic stable dose

21-day Screening Period

Week 4
Endpoint  

Day 8                   Day 15                 Day 22

Placebo

Evenamide (30 mg bid)

(+ 30 days)  

Day 0/1

Allowed SGAs→ Aripiprazole;   Clozapine;    Olanzapine;    Paliperidone;   Quetiapine;   Risperidone;   Cariprazine



Preferred Term (PT)
≥1.5% on Evenamide

Evenamide 30 mg bid Placebo Overall

Nasopharyngitis 3 (2.3) 1 (0.6) 4 (1.4)

Headache 3 (2.3) 4 (2.5) 7 (2.4)

Vomiting 3 (2.3) 1 (0.6) 4 (1.4)

Diarrhoea 2 (1.5) 0 (0.0) 2 (0.7)

Somnolence 2 (1.5) 5 (3.1) 7 (2.4)

System Organ Class (SOC) 
≥4.5% on Evenamide

Evenamide 30 mg bid
N=132; n (%)

Placebo
N=159; n (%)

Overall
N=291; n (%)

Nervous system disorders 9 (6.8) 12 (7.5) 21 (7.2)

Psychiatric disorders 6 (4.5) 12 (7.5) 18 (6.2)

Gastrointestinal disorders 9 (6.8) 5 (3.1) 14 (4.8)

Infections and infestations 7 (5.3) 4 (2.5) 11 (3.8)

STUDY 008A - MOST COMMON TEAEs BASED ON EVENAMIDE INCIDENCE
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Scale Visit
Evenamide 30 mg bid

N=132
Placebo

N=159

PANSS total score

Baseline – mean (SD) 78.4 (4.1) 78.7 (4.0)

Day 29 – LS mean (SE) -10.2 (0.7) -7.6 (0.7)

LS mean difference (SE) -2.5 (0.9)

p-value [CI] 0.006 [-4.3, -0.7]

CGI of Severity (CGI-S)

Baseline – mean (SD) 4.4 (0.6) 4.5 (0.6)

Day 29 – LS mean (SE) -0.6 (0.1) -0.5 (0.1)

LS mean difference (SE) -0.16 (0.08)

p-value [CI] 0.037 [-0.3, -0.0]

STUDY 008A - PRIMARY, KEY SECONDARY EFFICACY ENDPOINT – ITT POPULATION 
PRIMARY ESTIMAND – TREATMENT POLICY, MEAN CHANGE FROM BL – DAY 29
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Significant results were also obtained using the mITT population; N=287
CI= 95% confidence interval



STUDY 008A - PANSS TOTAL SCORE
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N=132 N=159

-10.2 (0.7)

-7.6 (0.7)

-12

-10

-8

-6

-4

-2

0

Baseline Day 8 Day 15 Day 22 Day 29

LS mean change (SE)

Evenamide 30 mg bid Placebo

Significant results were also obtained using the mITT population; N=287
CI= 95% confidence interval; SD=standard deviation; LS mean=least squares mean; SE=standard error

Drug-Placebo Difference:
LS mean (SE) = -2.5 (0.9)
p-value: 0.006 
CI: -4.3, -0.7

MEAN CHANGE FROM BASELINE TO DAY 29; ITT POPULATION; 
PRIMARY ESTIMAND – TREATMENT POLICY; MMRM



STUDY 008A - PANSS MEAN CHANGE FROM BASELINE 
BY CURRENT ANTIPSYCHOTIC MEDICATION; ITT; OC

Antipsychotic

Evenamide 30 mg bid
N=132

Placebo
N=159

n (%)
PANSS change from 

baseline (SD)
n (%)

PANSS change from 
baseline (SD)

Risperidone 51 (38.6) -8.8 (6.5) 63 (39.6) -7.3 (7.4)

Olanzapine 32 (24.2) -13.4 (8.6) 32 (20.1) -7.9 (6.5)

Clozapine 19 (14.4) -7.3 (6.2) 17 (10.7) -4.4 (4.4)

Paliperidone 15 (11.4) -7.9 (9.5) 24 (15.1) -5.5 (8.4)

Aripiprazole 11 (8.3) -11.9 (9.6) 14 (8.8) -11.8 (10.9)

SD=standard deviation
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* p-value = 0.037

OR 1.99
CI (1.0, 3.8) 

26 CI=95% confidence interval; OR=odds ratio

N=131 N=156

STUDY 008A – POSITIVE AND NEGATIVE SYNDROME SCALE (PANSS)

PANSS RESPONDER ANALYSIS – 
Proportion of patients (%) improving ≥20% from baseline; mITT; OC



STUDY 008A – CLINICAL GLOBAL IMPRESSION OF CHANGE (CGI-C)
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Evenamide Placebo
*

p-value = 0.006 
OR 2.18
CI (1.2, 3.8)

27 CI=95% confidence interval; OR=odds ratio

N=131 N=156

CGI-C Responder Analysis – 
Proportion of patients (%) “At least much improved”; mITT



ENIGMA-TRS 1
PROPOSED PLACEBO-CONTROLLED, 1-YEAR STUDY (INTERNATIONAL)

28

A Phase III, 52-week, prospective, randomized, double-blind, placebo-controlled, parallel-group, 
multi-center study, with a primary efficacy endpoint at 12 weeks, to determine the efficacy, 
safety, and tolerability of Evenamide as add-on in patients with documented treatment-
resistant schizophrenia (TRS), which is not adequately controlled by a stable therapeutic dose 
of the patient’s current antipsychotic medication(s)

Baseline Day 0
Eligibility Randomization 12-week 26-weekICF 52-week

KEY SELECTION CRITERIA

▪ Treatment resistance (TRS) according 
to TRRIP working group (Howes et 
al., 2017)

▪ Antipsychotic treatment as per 
‘Standard of Care’, minimally one 
oral or depot antipsychotic at a 
stable therapeutic dose

▪ BPRS total score ≥ 45 at Screening

▪ Prominent positive symptoms as 
measured by the BPRS

▪ CGI-S rating of mildly ill to severely ill 
(score of 3 to 6)

▪ Antipsychotic (AP) plasma levels 
tested at screening  and throughout 
the study to confirm adherence to 
the background AP therapy and 
Evenamide therapy

* TRRIP Working Group Howes et al., 2017

≥  600 patients randomized to: Evenamide OR Placebo
200 (15 mg bid) : 200 (30 mg bid) : 200 (placebo

PIVOTAL STUDY 
ENDPOINT
Primary 
Efficacy Endpoint

PANSS Total change 
from baseline

Key secondary Endpoint

CGI-S: Change from Baseline

MAINTENANCE 
ENDPOINT
Second (long-term) 
Efficacy Endpoint

PANSS total change from 
baseline (Maintenance of 
efficacy)

No re-randomization

LONG-TERM 
EFFICACY
Third (1-year) 
Efficacy Endpoint

PANSS total change from 
baseline (Long-Term 
efficacy)

No re-randomization

Double-blind treatment of 52 weeksScreening – 42 days

Confirmation of treatment 
resistance
TRRIP criteria*

Eligibility (IEAC#)
AP plasma levels x 3

≥ 900 patients



Baseline Day 0
Eligibility
Randomization

Primary Efficacy Endpoint
PANSS Total change from 

baseline
Key secondary Endpoint

CGI-S: Change from 
Baseline

12-Week
ICF

Screening – 42 days

≥  400 patients randomized 1:1 to:
    200 (15 mg bid) : 200 (placebo)

12 weeks

Pivotal study endpointConfirmation of 
treatment resistance
TRRIP criteria*

Eligibility (IEAC#)
AP plasma levels x 3

≥ 400 patients

# Independent Eligibility Assessment Committee 

* TRRIP Working Group Howes et al., 2017
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ENIGMA-TRS 2
PROPOSED PLACEBO-CONTROLLED, 12-WEEK STUDY (US & SELECTED COUNTRIES)

KEY SELECTION CRITERIA

▪ Treatment resistance (TRS) according 
to TRRIP working group (Howes et 
al., 2017)

▪ Antipsychotic treatment as per 
‘Standard of Care’, minimally one 
oral or depot antipsychotic at a 
stable therapeutic dose

▪ BPRS total score ≥ 45 at Screening

▪ Prominent positive symptoms as 
measured by the BPRS

▪ CGI-S rating of mildly ill to severely ill 
(score of 3 to 6)

▪ Antipsychotic (AP) plasma levels 
tested at screening  and throughout 
the study to confirm adherence to 
the background AP therapy and 
Evenamide therapy



EVENAMIDE VALUE DRIVERS

Significant value drivers for leading candidate Evenamide

▪ First partnered territory: Japan/Asia with EA Pharma/Eisai: 12/2024

▪ Start of ENIGMA-TRS Ph III program: 05/2025

▪ Start enrolment ENIGMA-TRS 1: 08/2025

▪ Expected start of ENIGMA-TRS 2: Within the next few weeks

▪ Additional partnering transactions 

▪ Results from ENIGMA-TRS Phase III program from data points at:

▪ 12 weeks 

▪ 26 weeks 

▪ 52 weeks 

▪ NDA submission 

▪ First launch 
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CONTACT DETAILS

NEWRON
Stefan Weber – CEO
+39 02 6103 46 26
pr@newron.com

UK/Europe 
Simon Conway, Ciara Martin              
FTI Consulting
+44 20 3727 1000
SCnewron@fticonsulting.com 

Switzerland

Valentin Handschin
+41 43 244 81 54
handschin@irf-reputation.ch

Germany/Europe
Anne Hennecke/Caroline Bergmann, 
MC Services
+49 211 52925220
newron@mc-services.eu

USA
Paul Sagan, LaVoieHealthScience
+1 617 374 8800, Ext. 112
psagan@lavoiehealthscience.com

mailto:pr@newron.com
mailto:SCnewron@fticonsulting.com
mailto:handschin@irf-reputation.ch
mailto:newron@mc-services.eu
mailto:psagan@lavoiehealthscience.com
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