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Disclaimer 2

References herein to this presentation (the ñPresentationò) shall mean and include this document, any oral presentation accompanying this document provided by Pharnext SA (the "Company") and any further information that may be made available in 

connection with the subject matter contained herein.

By viewing or receiving or reading this Presentation or attending any meeting where this Presentation is made, you agree to be bound by the limitations, qualifications and restrictions set out below:

This Presentation is confidential, is intended for the recipient only and thus may not be forwarded, reproduced, redistributed or passed to any other person or published in whole or in part for any purpose. If this document has been received in error, it must be 

returned immediately to the Company. By receiving this Presentation, you become bound by the above-referred confidentiality obligation. Failure to comply with such confidentiality obligation may result in civil, administrative or criminal liabilities.

Recipients of the Presentation should not deal or encourage any other person to deal in the securities of the Company.  

This Presentation is not directed to, or intended for distribution to or use by, any person or entity that is a citizen or resident or located in any locality, state, country or other jurisdiction where such distribution, transmission, publication, availability or use would 

be contrary to law or regulation or which would require any registration or licensing within such jurisdiction. 

No securities of the Company have been registered under the U.S. Securities Act of 1933, as amended (the ñU.S. Securities Actò),or under any state securities laws, and the securities of the Company may not be offered or sold in the United States (or to, or 

for the account or benefit of U.S. Persons) except pursuant to an exemption from, or a transaction not subject to, the registration requirements of the U.S. Securities Act. The Company has no current intention to register in the United States any portion of its 

securities or to conduct a public offering of any of its securities in the United States. 

No action has been undertaken or will be undertaken to make an offer to the public of securities requiring a publication of a prospectus in the United Kingdom or any member State of the European Economic Area (each a ñRelevant Stateò). As a result, the 

securities may not and will not be offered in any Member State, except pursuant to Article 1(4) or Article 3(2) of Regulation (EU) 2017/1129 of June 14, 2017 (the ñProspectus Regulationò) or under other circumstances not requiring the Company to publisha 

prospectus pursuant to the Prospectus Regulation and/or the applicable regulations in such Relevant States. For the purposes of this paragraph, "securities offered to the public" in a given Relevant State means a communication to any persons, in any form 

and by any means, presenting sufficient information on the terms of the offer and the securities to be offered, so as to enable an investor to decide to purchase or subscribe for those securities, as the same may be varied in that Relevant State. 

This Presentation has been prepared by the Company and is for information only. This document does not purport to contain comprehensive or complete information about the Company and is qualified in its entirety by the business, financial and other 

information that the Company is required to publish in accordance with the rules, regulations and practices applicable to  companies listed on Euronext Growth Paris, including, in particular, the risk factors set out in the Companyôs annual management report 

to the shareholders, and in any other periodic report, which are available free of charge on the website of the Company (www.pharnext.fr). Information and other data appearing in such publications, and certain figures and numbers appearing in this 

document have been rounded. Consequently, the total amounts and percentages appearing in tables and elsewhere may not necessarily equal the sum of the individually rounded figures, amounts or percentages.

No representation, warranty or undertaking, express or implied, is made as to the accuracy, completeness or appropriateness of the information and opinions contained in this Presentation, or its use for any purpose, and no reliance should be placed on any 

information or opinions contained herein. The Company, its subsidiaries, its advisors and representatives accept no  responsibility for and shall not, under any circumstance, be held liable for any loss or damage that may arise from the use of this document 

or the information or opinions contained in it. In  particular, this document contains information on the Companyôs markets and competitive position, and more specifically, on the size of its markets. This information has been drawn from  various sources or 

from the Companyôs own estimates which may not be accurate and thus no reliance should be placed on such information. Any prospective investors must make their own investigation and assessments and consult with their own advisors concerning any 

evaluation of the Company and its prospects, and this document, or any part of it, may not form the basis of or be relied on in connection with any contact, commitment or investment decision.

The information and opinions contained in this document are provided as of the date of this document only and may be updated, supplemented, revised or amended, and thus such information is subject to change at any time. Neither the Company, nor its 

advisors, nor any other person is under any obligation to update the information, statements or opinions contained in this document.

All statements in the Presentation other than statements of historical fact are or may be deemed to be forward-looking statements. These forward-looking statements are not guarantees of future performance and involve a number of known and unknown 

risks and uncertainties. These risks and uncertainties, and other factors, could adversely affect the outcome of the forward- looking statements, and actual results could differ materially from those contemplated in the statements. As a result, you are 

cautioned not to rely on such forward-looking statements.  Forward-looking statements speak only as of the date of this document and the Company expressly disclaims any obligation or undertaking to update or re-issue any forward-looking statements 

contained in this Presentation.

Especially in the context of the current health crisis, these risks and uncertainties, include among other things, the uncertainties inherent in research and development of new products, including future clinical trial results and analysis of clinical data (including 

post marketing data), decisions by regulatory authorities, such as the Food and Drug Admnistration or the European Medicines Agency, regarding whether and when to approve any drug, device or biological application that may be filed for any such product 

and candidates, as well as their decisions regarding labelling and other matters that could affect the availability or commercial potential of such product candidates.
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Management Team with Proven Track Record 4

Dr. David Horn Solomon

Chief Executive Officer

Dr. Burkhard Blank

Chief Medical Officer

Xavier Paoli, MSc

Chief Operating Officer



Pharnext 5

Pharnext is a 

late clinical stage 
biopharmaceutical company focused on 

advancing innovative PleotherapyTM

drug candidates in diseases with 

high unmet need, including PXT3003 in 

Phase 3 for Charcot-Marie-Tooth Disease 

Type 1A



Pharnext Highlights 6

Large Opportunity Set

Å Scalable platform across multiple Tx areas 

Å Combinations using both NCEs and approved medicines

Enhanced Probability of Clinical Success

Å Superior targeting within disease molecular network

Capital Efficiency / Speed to Approval

Å Discovery and development to pre-Phase II POC can be 

done in ~ 2.5 years

PXT3003: Pivotal Stage Program for CMT1A

Å PXT3003 in Phase III for Charcot-Marie-Tooth disease type 1A 

(CMT1A)

Å ~$1Bn WW sales potential

Å Promising results from first Phase III and extension studies 

Å Clear FDA guidance on upcoming pivotal studies and path to NDA 

Submission

Å Further potential upside in other demyelinating neuropathies

PXT864: Ph IIb ready program for AD

Å Encouraging Phase IIa data in Alzheimerôs Disease

Å Opportunity to explore additional combinations with NCEs

Å Further potential upside in other CNS diseases including 

Amyotrophic Lateral Sclerosis (ALS) 

PLEOTHERAPY 

PLATFORM
PIPELINE

External Validation from Collaborations



Pharnext: a Strong Foundation for Value Creation
7

Experienced 

Management Team
Strong Industry and Financial Expertise

Financial, Medical, Regulatory, Manufacturing, Commercial

Impactful Board of Directors
Deep expertise in clinical development, 

neuroscience and strategy

Clear FDA Guidance on 

Regulatory Pathway to 

Approval for PXT3003
2nd Phase 3: The PREMIER Trial

Pre-clinical combination factorial study 

in CMT1A Rats 

Encouraging Efficacy and Safety Profile of PXT3003 in CMT1A
Based on Phase 2, 1st Phase 3 and Extension Studies Data

Worldwide Blockbuster Potential



PLEOTHERAPYTM R&DPlatform
Starting with Big Data 

8

In Silico AI & Expert System

Disease  

Network

Knowledge  

Integration

Virtual  
Repositioning 

Preclinical

2,000+

approved drugs
~50

candidate drugs
(filtered for PK, toxicity, safety,IP)*

1

PleodrugÊ

In Vitro

Screening

Clinical

Proprietary 

Combination 

Therapy

In Vivo

Test

ApprovalDisease

Positive drug signals

Synergistic combos

Human genetics

GWAS (Genome Wide Association Study)  

* Based on currently available external data.



Discovery of PXT3003 for CMT1A
Led to Positive Phase II and Promising Phase III Data

9

BACLOFEN
72 Drugs  

selected  

to screen

2,000+ drugs*

Virtual  

screening

Down-regulation  

of PMP22 in  

Schwann cells
16 positive  

drugs

(22%)

3 combinations 

prioritized

1 combination 

selected

NALTREXONE

SORBITOL

In CMT1A, excess PMP22 

protein is produced, leading 

to demyelination and 

progressive disease

CMT1A disease 

molecular network

* All currently approved for marketing by FDA.

Source: Chumakov et al, 2014



Pipeline and Expected Milestones
10

PXT3003

PXT864

Charcot-Marie-Tooth 

Disease Type 1A (CMT1A)

Second Pivotal Phase III Study 

(PREMIER Trial):

First Patient Enrolled as of 

March 31, 2021

Amyotrophic  lateral

sclerosis

Phase IIa complete

Pharnext owns WW rights (ex-China)

Pharnext owns WW rights

Pharnext owns WW    

rights
Phase IIa ready 

Alzheimerôs 

disease

Product Indication Preclinical Phase I Phase IIa Phase IIb Phase III Expected Milestone
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PXT3003
Overview
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Charcot-Marie-Tooth Disease Type 1A
Chronic, Severe, Debilitating Inherited Neuropathy

12

CMT1A Most common form of CMT (~50%)

Chronic, severe, progressively debilitating, inherited neuropathy resulting from 

a duplication of the PMP22 gene, causing demyelination of peripheral nerves

SYMPTOMS Muscle atrophy in extremities causing severe leg and arm disabilities, 

pain, cramps and fatigue

DIAGNOSIS ~50% of patients have symptoms before the age of 20, 

confirmed by genetic testing

NATURAL HISTORY Genetic disease; symptoms starting in teenage years, progressively declining through 

life, often requiring braces, surgery and wheelchair

POPULATION More than 100,000 people affected with mild to moderate CMT1A in US 

and EU5 (core market)

TREATMENT OPTIONS No approved drugs; only limited supportive care available 

No other candidates in late stage clinical development



Charcot-Marie-Tooth Disease Type 1A
Natural Long-Term Progression of Disease on ONLS Scale

13

C
L

IN
IC

A
L

 D
E

C
L

IN
E

0

1

2

3

4

5

6

7

8

9

10

11

12

ONLS Scale

1. Natural progression estimate based on Shy, et al (2008) and placebo group decline in Pharnext Phase II and III studies.

Y e a r  1 Y e a r  1 0 Y e a r  2 0 Y e a r  3 0 Y e a r  4 0

15 years old

Abnormal gait, minor 

issues with arms

35 years old

Unilateral walking support, 

difficulty using arms for 

daily tasks

55 years old

Leg braces or wheelchair, 

cannot use arms for daily 

tasks

Clinical progression must be considered 

over long time periods in CMT1A



PXT3003 Novel Targeted Design and Mechanism of Action 14

NAL = Naltrexone; BAC = Baclofen; SOR = Sorbitol

*Approved dose in original indications 

Source: Prukop, et al (2019)

Current 

Approved Dose*

Pharnext 

Dose

50 mg

120 mg

15,000 mg

1.4 mg

12 mg

420 mg

Downregulation of 

PMP22 in CMT1A rats

Increased number of myelinated axons 

and their diameter in CMT1A rats

CMT1A

Targeted 

Disease 

Network



Mechanism of Action of PXT3003 in CMT1A
PXT3003 Targets are Ubiquitous Along the Peripheral Nerve

15

ATP/glutamate

pro - inflammatory
cytokines

Muscle
cells

Neurons

Global effect

Immune
cells

Muscle
cells

Neurons

Schwann
Cells 

Naltrexone

Sorbitol

Baclofen 

- genes mutated in CMT disease

- their functional partners

- therapeutic target of baclofen

- therapeutic target of naltrexone

- therapeutic targets of sorbitol

- activation

- inhibition

Network controlling 
PMP22 gene expression PXT3003 modulation of opioid, GABA and 

muscarinic receptors lowers PMP22 

overexpression

Improved 

Myelination
Improvement of 

Motor Function

Axon 

Preservation

CMT1A Disease Modification


