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IMPLICATIONS OF BEING AN EMERGING GROWTH COMPANY

As a company with less than $1.07 billion in revenue during our most recently completed fiscal year, we qualify as an “emerging growth company” as defined in Section 2(a) of
the Securities Act of 1933, as amended, which we refer to as the “Securities Act,” as modified by the Jumpstart Our Business Startups Act of 2012, or the “JOBS Act” As an
emerging growth company, we may take advantage of specified reduced disclosure and other exemptions from requirements that are otherwise applicable to public companies
that are not emerging growth companies. These provisions include:

Reduced disclosure about our executive compensation arrangements;
Exemptions from non-binding shareholder advisory votes on executive compensation or golden parachute arrangements;

Our election under Section 107(b) of the JOBS Act to delay adoption of new or revised accounting standards with different effective dates for public and private
companies until those standards would otherwise apply to private companies; and

Exemption from the auditor attestation requirement in the assessment of our internal control over financial reporting.

We may take advantage of these exemptions for up to five years or such earlier time that we are no longer an emerging growth company. We would cease to be an emerging
growth company if we have more than $1.07 billion in annual revenues as of the end of a fiscal year, if we are deemed to be a large-accelerated filer under the rules of the
Securities and Exchange Commission (the “SEC”) or if we issue more than $1.0 billion of non-convertible debt over a three-year period.

You should rely only on the information contained in this document or to which we have referred you. We have not authorized anyone to provide you with information that is
different. You should assume that the information contained in this document is accurate as of the date of this Registration Statement only.

Once this Registration Statement becomes effective (the ‘Effective Date”), we will become subject to the reporting requirements of Section 13(a) under Securities Exchange
Act of 1934, as amended (the “Exchange Act”) and will be required to file annual reports on Form 10-K, quarterly reports on Form 10-Q and current reports on Form 8-K, and
we will be required to comply with all other obligations of the Exchange Act applicable to issuers filing registration statements pursuant to Section 12(b) of the Exchange Act.

SMALLER REPORTING COMPANY STATUS

The Company is a “smaller reporting company” as defined in Exchange Act Rule 12b-2. As a result, the Company is eligible to take advantage of certain reduced disclosure and
other requirements that are otherwise applicable to public companies including, but not limited to, not being subject to the auditor attestation requirements of Section 404(b) of
the Sarbanes-Oxley Act of 2002. The Company will remain a smaller reporting company until the last day of the fiscal year in which (1) the aggregate worldwide market value
of its common stock held by non-affiliates equaled or exceeded $250 million as of the prior June 30th, or (2) its annual revenues equaled or exceeded $100 million during such

completed fiscal year and the aggregate worldwide market value of its common shares held by non-affiliates equaled or exceeded $700 million as of the prior June 30th,

USE OF NAMES

In this Registration Statement, unless the context otherwise requires, the terms “we,” “us,” “our,” “Company” or “ProMIS” refer to ProMIS Neurosciences Inc., together with
its wholly-owned subsidiary, ProMIS Neurosciences (US) Inc.

CURRENCY
Unless otherwise indicated, all references to “$” or “US$” in this Registration Statement refer to United States dollars, and all references to “C$” refer to Canadian dollars.
TRADEMARKS, TRADE NAMES AND SERVICE MARKS
This Registration Statement contains certain trademarks which are protected under applicable intellectual property laws and are the Company’s property. Solely for

convenience, the Company’s trademarks and trade names referred to in this Registration Statement may appear without the ® or ™ symbol, but such references are not intended
to indicate, in any way, that the Company will not assert, to the fullest extent under applicable law, its rights to these trademarks and trade names.




DISCLOSURE REGARDING FORWARD-LOOKING STATEMENTS

This Registration Statement contains statements that we believe are, or may be considered to be, “forward-looking statements.” Forward-looking statements are neither
historical facts nor assurances of future performance. Instead, they are based on current beliefs, expectations or assumptions regarding the future of the business, future plans
and strategies, operational results and other future conditions of the Company. All statements other than statements of historical fact included in this Registration Statement
regarding the prospects of our industry or our prospects, plans, financial position or business strategy may constitute forward-looking statements. In addition, forward-looking
statements generally can be identified by the use of forward-looking words such as “plans,” “expects” or “does not expect,” “is expected,” “look forward to,” “budget,”
“scheduled,” “estimates,” “forecasts,” “will continue,” “intends,” “the intent of,” “have the potential,” “anticipates,” “does not anticipate,” “believes,” “should,” “should not,”
or variations of such words and phrases that indicate that certain actions, events or results “may,” “could,” “would,” “might,” or “will,” “be taken,” “occur,” or “be achieved,” or
the negative of these terms or variations of them or similar terms. Furthermore, forward-looking statements may be included in various filings that we make with the SEC or
press releases or oral statements made by or with the approval of one of our authorized executive officers. Although we believe that the expectations reflected in these forward-
looking statements are reasonable, we cannot assure you that these expectations will prove to be correct. These forward-looking statements are subject to certain known and
unknown risks and uncertainties, as well as assumptions that could cause actual results to differ materially from those reflected in these forward-looking statements.
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By their very nature, forward-looking statements involve inherent risks and uncertainties, both general and specific, and risks exist that predictions, forecasts, projections and
other forward-looking statements will not be achieved. We caution readers not to place undue reliance on these statements as a number of important factors could cause the
actual results to differ materially from the beliefs, plans, objectives, expectations, anticipations, estimates and intentions expressed in such forward-looking statements. Risks,
uncertainties and other factors which may cause the actual results, performance or achievements of the Company, as applicable, to be materially different from any future
results, performance or achievements expressed or implied by such forward-looking information and statements include, but are not limited to, the risks described under the
heading “Risk Factors Summary” and in Item 1A—"“Risk Factors” in this Registration Statement.

Readers are cautioned not to place undue reliance on any forward-looking statements contained in thisRegistration Statement, which reflect management’s opinions only as of
the date hereof. Except as required by law, we undertake no obligation to revise or publicly release the results of any revision to any forward-looking statements. You are
advised, however, to consult any additional disclosures we make in our reports to the SEC. All subsequent written and oral forward-looking statements attributable to us or
persons acting on our behalf are expressly qualified in their entirety by the cautionary statements contained in this Registration Statement.
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RISK FACTORS SUMMARY

Investing in our securities involves risks. You should carefully consider the risks described in Item 1A—Risk Factors” beginning on page 33 before deciding to invest in our
securities. If any of these risks actually occurs, our business, financial condition and results of operations would likely be materially adversely affected. In such case, the trading
price of our securities would likely decline, and you may lose all or part of your investment. Set forth below is a summary of some of the principal risks we face:

Risks Related to the COVID-19 Pandemic
Our business and operations may be adversely affected by the evolving and ongoing COVID-19 global pandemic;
The ongoing COVID-19 pandemic may negatively impact the availability of scientific staff, physicians and other healthcare professionals, which may negatively impact
our business, financial condition and results of operations;

Risks Related to the Development of Our Product Candidates
Our product candidates are still in the early stages of development and there is significant uncertainty that any such products will actually be developed.
We have concentrated a portion of our research and development efforts on the treatment of AD, a field that has to date seen very limited success in drug development.
Our business is heavily dependent on the successful development, regulatory approval and commercialization of PMN310 and any future product candidates that we may
develop or acquire, including PMN442 and PMN267.
Our approach to the potential treatment of AD is based on a novel therapeutic approach, which exposes us to unforeseen risks.
We may not successfully expand our pipeline of product candidates, including by pursuing additional indications for PMN310 or by in-licensing or acquiring additional
product candidates for other diseases.
Nonclinical and clinical drug development involves a lengthy, expensive and uncertain process. The results of nonclinical studies and early clinical trials are not always
predictive of future results. PMN310 or any other product candidate that we advance into clinical trials may not achieve favorable results in later clinical trials, if any, or
receive marketing approval.
Clinical failure can occur at any stage of clinical development and we have never completed a clinical trial or submitted NDA, BLA, or marketing authorization
application, or MAA.
We may incur additional costs or experience delays in completing, or ultimately be unable to complete, the development and commercialization of our product candidates.
Adverse side effects, properties or other safety risks associated with PMN310, PMN442, PMN267 or any future product candidates could delay or preclude approval, cause
us to suspend or discontinue clinical trials, abandon further development, limit the commercial profile of an approved label or result in significant negative consequences
following marketing approval, if any.
We may experience delays or difficulties in the enrollment and retention of patients in clinical trials, which could delay or prevent our receipt of necessary regulatory
approvals.
Interim, “top-line” and preliminary results from our clinical trials that we announce or publish from time to time may change as more data become available and is subject
to audit and verification procedures that could result in material changes in the final data.
We cannot be certain that PMN310, PMN442, PMN267 or any of our future product candidates will receive regulatory approval, and without regulatory approval we will
not be able to market our product candidates.
Our lead product candidate, PMN310, is being developed for the treatment of AD, a disease that has seen limited success in drug development.
We may in the future conduct clinical trials for our product candidates outside the United States, and the FDA, EMA and other foreign regulatory authorities may not
accept data from such trials.
We may not be successful in our efforts to build a pipeline of additional product candidates.
If we do not achieve our projected development goals in the time frames we announce and expect, the commercialization of our products may be delayed.
We may develop PMN310, PMN442, PMN267 and future product candidates for use in combination with other therapies, which could expose us to additional regulatory
risks.
Changes in methods of product candidate manufacturing or formulation may result in additional costs or delay.

Risks Related to the Commercialization of Our Product Candidates
- Successful commercialization of our products, if approved, will depend on a number of factors and we cannot guarantee that we will be able to successfully commercialize
our products.
The market opportunities for PMN310, PMN442, PMN267, and future product candidates, if approved, may be smaller than we anticipate.
Even if our current or future product candidates obtain regulatory approval, they may fail to achieve the broad degree of adoption and use by physicians, patients,
hospitals, healthcare payors and others in the medical community necessary for commercial success.



Our product candidates have never been manufactured on a commercial scale, and there are risks associated with scaling up manufacturing to commercial scale. In
particular, we will need to develop a larger scale manufacturing process that is more efficient and cost-effective to commercialize our potential products, which may not be
successful.

The successful commercialization of our product candidates will depend in part on the extent to which governmental authorities and health insurers establish adequate
coverage, reimbursement levels and pricing policies. Failure to obtain or maintain coverage and adequate reimbursement for our product candidates, if approved, could
limit our ability to market those drugs and decrease our ability to generate revenue.

We currently have no sales organization. If we are unable to establish sales capabilities on our own or through third parties, we may not be able to market and sell our
product candidates effectively in the United States and foreign jurisdictions, if approved, or generate product revenue.

Risks Related to Our Financial Position and Capital Needs
We will require additional financing to achieve our goals, and a failure to obtain this necessary capital when needed on acceptable terms, or at all, could force us to delay,
limit, reduce or terminate our development programs, commercialization efforts or other operations.
We have no product candidates approved for commercial sale, we have never generated any revenue from sales and we may never be profitable.

Risks Related to Our Dependence on Third Parties
We will rely on third parties to supply components, research, develop, test, and manufacture our product candidates and market, if approved. The loss of any of these third
party relationships or the failure of any of them to meet their obligations to us could affect our ability to develop and obtain approval of our product candidates in a timely
manner.
We intend to rely on contract research organizations, or CROs, and other third parties to conduct, supervise and monitor a significant portion of our research and
nonclinical testing and clinical trials for our product candidates, and if those third parties do not successfully carry out their contractual duties, comply with regulatory
requirements or otherwise perform satisfactorily, we may not be able to obtain regulatory approval or commercialize product candidates, or such approval or
commercialization may be delayed, and our business may be substantially harmed.
If any of our third-party manufacturers encounter difficulties in production of PMN310, PMN442, PMN267 or any future product candidate we develop, or fail to meet
rigorously enforced regulatory standards, our ability to provide supply of our product candidates for clinical trials or, if approved, for commercial sale could be delayed or
stopped, or we may be unable to maintain a commercially viable cost structure.
We will likely seek collaborations with third parties for the development or commercialization of our product candidates. If those collaborations are not successful, we
may not be able to capitalize on the market potential of those product candidates, including PMN310, PMN442, and PMN267.
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Risks Related to Our Intellectual Property
If we are unable to obtain and maintain sufficient intellectual property protection for our product candidates, and other proprietary technologies we develop, or if the scope
of the intellectual property protection obtained is not sufficiently broad, our competitors could develop and commercialize products similar or identical to ours, and our
ability to successfully commercialize our product candidates, and other proprietary technologies if approved, may be adversely affected.
Patent terms may be inadequate to protect our competitive position on our product candidates for an adequate amount of time.
If we do not obtain patent term extension for our product candidates our business may be materially harmed.
If we fail to comply with our obligations in the agreements under which we license intellectual property rights from third parties, or otherwise experience disruptions to
our business relationships with our licensors, we could lose license rights that are important to our business.

Obtaining and maintaining our patent protection depends on compliance with various procedural, document submission, fee payment and other requirements imposed by
governmental patent agencies, and our patent protection could be reduced or eliminated for non-compliance with these requirements.

Changes in U.S. patent law could diminish the value of patents in general, thereby impairing our ability to protect our product candidates.

We may not be able to protect our intellectual property rights throughout the world.

We may become subject to claims challenging the inventorship or ownership of our patents and other intellectual property.

We may not be successful in obtaining or maintaining necessary rights to product components and processes for our development pipeline through in-licenses.

Third-party claims alleging intellectual property infringement may prevent or delay our drug discovery and development efforts.

We may be subject to claims that we have wrongfully hired an employee from a competitor or that we or our employees have wrongfully used or disclosed alleged
confidential information or trade secrets of their former employers.

We may be involved in lawsuits to protect or enforce our patents or the patents of our licensors, which could be expensive, time-consuming, and unsuccessful. Further, our
issued patents could be found invalid or unenforceable if challenged in court, and we may incur substantial costs as a result of litigation or other proceedings relating to
patent and other intellectual property rights.

Because of the expense and uncertainty of litigation, we may not be in a position to enforce our intellectual property rights against third parties.

If we are unable to protect the confidentiality of our trade secrets, our business and competitive position would be harmed. Our reliance on third parties requires us to share
our trade secrets, which increases the possibility that a competitor will discover them or that our trade secrets will be misappropriated or disclosed.

If our trademarks and trade names are not adequately protected, then we may not be able to build name recognition in our markets of interest and our business may be
adversely affected.

Any collaboration arrangements that we may enter into in the future may not be successful, which could adversely affect our ability to develop and commercialize our
future products.

Intellectual property discovered through government funded programs may be subject to federal regulations such as “march-in” rights, certain reporting requirements and a
preference for U.S.-based companies. Compliance with such regulations may limit our exclusive rights and limit our ability to contract with non-U.S. manufacturers.

Risks Related to Legal and Regulatory Compliance Matters
Our relationships with customers, healthcare providers, including physicians, and third-party payors are subject, directly or indirectly, to federal and state healthcare fraud
and abuse laws, false claims laws, and other healthcare laws and regulations. If we are unable to comply, or have not fully complied, with such laws, we could face
substantial penalties.
Even if we obtain regulatory approval for PMN310, PMN442, PMN267 or any future product candidates, they will remain subject to ongoing regulatory oversight, which
may result in significant additional expense.
Failure to comply with health and data protection laws and regulations could lead to government enforcement actions and civil or criminal penalties, private litigation or
adverse publicity and could negatively affect our operating results and business.
Even if we obtain FDA or EMA approval any of our product candidates in the United States or European Union, we may never obtain approval for or commercialize any
of them in any other jurisdiction, which would limit our ability to realize their full market potential.
Healthcare legislative or regulatory reform measures may have a negative impact on our business and results of operations.
Our business activities may be subject to the FCPA and similar anti-bribery and anti-corruption laws.
Our employees, independent contractors, consultants, commercial partners and vendors may engage in misconduct or other improper activities, including noncompliance
with regulatory standards and requirements and insider trading, which could significantly harm our business.
Our insurance policies are expensive and only protect us from some business risks, which will leave us exposed to significant uninsured liabilities.

Risks Related to Our Business and Industry
We face significant competition in an environment of rapid technological and scientific change, and there is a possibility that our competitors may achieve regulatory
approval before us or develop therapies that are safer or more effective than ours.



Risks Related to Ownership of Our Common Shares and Our Status as a U.S. Public Company
Investment in the Company’s Common Shares is speculative, involves risk, and there is no guarantee of a return.
If equity research analysts do not publish research or reports, or publish unfavorable research or reports, about us, our business or our market, our share price and trading
volume could decline.
Concentration of ownership of our Common Shares among our existing executive officers, directors and principal shareholders may prevent new investors from
influencing significant corporate decisions
Anti-takeover provisions in our governing documents and under Canadian Law could prevent or delay transactions that shareholders may favor.
The rights of our shareholders may differ from the rights typically offered to shareholders of a U.S. corporation and these differences may make our Common Shares less
attractive to investors.
If we fail to attract and retain senior management and key scientific personnel, our business may be materially and adversely affected.
If product liability lawsuits are brought against us, we may incur substantial liabilities and may be required to limit commercialization of our current or future product
candidates.
We may explore strategic collaborations that may never materialize or may fail.
We are an “emerging growth company” and a “smaller reporting company” and, as a result of the reduced disclosure and governance requirements applicable to emerging
growth companies and smaller reporting companies, our Common Shares may be less attractive to investors.
We have never paid dividends on our capital shares and we do not intend to pay dividends for the foreseeable future. Consequently, any gains from an investment in our
Common Shares will likely depend on whether the price of our Common Shares increases.
We are subject to the continued listing criteria of the TSX and our failure to satisfy these criteria may result in a delisting of our Common Shares.
We cannot assure you that our Common Shares will become listed on Nasdaq and, if listed, our failure to meet Nasdaq’s continued listing requirements could result in a
delisting of our Common Shares.
Our internal controls over financial reporting may not be effective, which could have a material and adverse effect on our business.
The elimination of monetary liability against our directors, officers, and employees under British Columbia law and the existence of indemnification rights for our
obligations to our directors, officers, and employees may result in substantial expenditures by us and may discourage lawsuits against our directors, officers, and
employees.
There may be difficulty in enforcing judgments and effecting service of process on directors and officers that are not citizens of the United States.
If we are characterized as a passive foreign investment company, U.S. Holders may be subject to adverse U.S. federal income tax consequences.

General Risk Factors
- We will incur increased costs and demands upon management as a result of being a public company.

Comprehensive tax reform legislation could adversely affect our business and financial condition.
Our business and operations would suffer in the event of computer system failures, cyberattacks or a deficiency in our cybersecurity or a natural disaster.
Disruptions at the FDA, the Commission and other government agencies caused by funding shortages or global health concerns could hinder their ability to hire and retain
key leadership and other personnel, prevent new products and services from being developed or commercialized in a timely manner or otherwise prevent those agencies
from performing normal business functions on which the operation of our business may rely, which could negatively impact our business.
Unfavorable global economic conditions could adversely affect our business, financial condition or results of operations.
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GLOSSARY OF KEY TERMS AND DEFINITIONS
In this Registration Statement, unless otherwise indicated or the context otherwise requires, the following terms shall have the indicated meanings. Words importing the
singular include the plural and vice versa and words importing any gender include all genders. A reference to an agreement means the agreement as it may be amended,
supplemented or restated from time to time.
“Ap” means Amyloid beta, an extracellular brain protein whose toxic misfolded form is implicated as a root cause of AD;
“ABO” means Amyloid beta oligomers; misfolded ABO are widely considered a root cause of AD;
“AChE” means Acetylcholinesterase;
“AD” means Alzheimer’s disease;
“aducanumab” means Biogen’s monoclonal antibody targeting amyloid beta;
“ALS” means amyotrophic lateral sclerosis;
“a-syn” means alpha-synuclein;
“Biogen” means Biogen Inc.
“Board” means the board of directors of the Company;
“CBCA” means the Canada Business Corporations Act, R.S.C. 1985, c. C-44, and the regulations made under that enactment, as amended;
“CBD” means corticobasal degeneration;
“CEO” means Chief Executive Officer;
“CFO” means Chief Financial Officer;

“CMS” means Centers for Medicare and Medicaid Services;
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“Collective Coordinates” means an algorithmic method which employs protein molecular dynamics to predict novel therapeutic targets in AD and other neurodegenerative
diseases; and is complementary to ProMIS’ predictive algorithm technology.

“Common Shares” means the common shares in the capital of the Company;



“Company” or “ProMIS” means ProMIS Neurosciences Inc., incorporated pursuant to the CBCA on January 23, 2004 under number 4203801;
“CPT” means the Current Procedural Terminology code;

“CSO” means Chief Scientific Officer;

“DLB” means Dementia with Lewy bodies;

“DSEs” means disease specific epitopes on the molecular surface of misfolded proteins;

“DSU” refers to a deferred share unit awarded under the DSU Plan;

“DSU Plan” means the deferred share unit plan for non-employee directors;

“FDA” means the U.S. Food and Drug Administration;

“FTLD” means frontotemporal lobar degeneration;

“GMP” means Good Manufacturing Practices;

“HD” means Huntington’s disease;

“LATE” means limbic-predominant age-related TDP-43 encephalopathy;

“LBD” means Lewy body dementia, a severe form of Parkinson’s disease;

“mAb” means monoclonal antibody;

“management” means all members of the Board as well as the senior executive officers of ProMIS;
“MCI” means mild cognitive impairment;

“MSA” means Multiple System Atrophy;

“Nasdaq” means the Nasdaq Stock Market;

“Options” means options granted under the terms of the Company’s Stock Option Plan;

“PD” means Parkinson’s disease;
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“PMN310” means a mAb targeting toxic prion-like forms of ABO, and designated as the Company’s first lead product candidate for development in AD;
“PMN442” means a mAb targeting toxic prion-like forms of a-syn and designated as the Company’s second lead product candidate for development in MSA.
“PMN267” means a mAb targeting toxic prion-like forms of TDP-43 and designated as the Company’s third lead product candidate.

“Preferred Shares” means preferred shares in the authorized capital of the Company;

“ProMIS USA” means ProMIS Neurosciences (US), Inc., a subsidiary corporation of ProMIS, which subsidiary was incorporated on January 14, 2016 pursuant to the General
Corporation Law of the State of Delaware;

“PSP” means progressive supranuclear palsy;

“Stock Option Plan” means the Company’s incentive stock option plan;

“SOD1” means superoxide dismustase 1;

“TDP-43” means TAR-DNA binding protein 43;

“TSX” means the Toronto Stock Exchange and any successor thereto;

“UBC” means the University of British Columbia, Vancouver, British Columbia, Canada;
“USPTO” means the U.S. Patent Trademark Office; and

“U.S.” and “USA” means the United States of America, its territories, any State of the United States and the District of Columbia.
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ITEM 1. BUSINESS
Corporate Structure

Name, Address and Incorporation



ProMIS Neurosciences Inc. was incorporated on January 23, 2004 under the name 4203801 Canada Inc. pursuant to the Canada Business Corporations Act The Company
changed its name to Amorfix Life Sciences Ltd. on August 24, 2004 and to ProMIS Neurosciences Inc. effective July 8, 2015.

See “Description of the Registrant’s Securities to be Registered’ for more information about our Common Shares. The Company’s Common Shares are listed on the TSX under
the symbol, “PMN.” The Company’s Common Shares also trade on the OTCQB Venture Market in the United States under the symbol, “ARFXF.” The Company has also
submitted an application for listing of its Common Shares on the Nasdaq under the symbol “PMN.”

Our head office is located at 1920 Yonge Street, Suite 200, Toronto, Ontario, Canada M4S 3E2 and our registered and records office is located at 1055 West Georgia Street,
Vancouver, British Columbia, Canada V6E 4N7. Our telephone number is (416) 847-6898 and our website address is www.promisneurosciences.com. The information
provided on our website is not part of this Registration Statement.

Intercorporate Relationships

ProMIS has one wholly-owned U.S. subsidiary, ProMIS Neurosciences (US) Inc. (“ProMIS USA”), which was incorporated in Delaware on January 14, 2016. ProMIS USA
has had no activities to date.

Business of the Company
General

ProMIS is applying its patented technology platform to build a portfolio of antibody therapies, therapeutic vaccines, and other antibody-based therapies in neurodegenerative
diseases and other mis-folded protein diseases, which may include AD, MSA, ALS, PD, LBD, FTLD, PSP, CBD, and schizophrenia. These diseases share a common biologic
cause — misfolded versions of proteins, that otherwise perform a normal function. The misfolded versions kill neurons and produce disease. ProMIS’ technology platform is an
example of the advances in drug discovery enabled by computational power, in silico discovery, and/or artificial intelligence. We believe this platform provides a potential
advantage by selectively targeting the toxic misfolded proteins with therapeutics.

ProMIS’ Platform Technology

ProMIS’ scientific foundation is centered on the growing knowledge base relating to diseases characterized by the presence of abnormal, misfolded proteins. Genetic and
experimental research in the neuroscience community has demonstrated that propagating, neurotoxic, misfolded proteins (also referred to as prion-like particles or toxic soluble
oligomers) are fundamental drivers of multiple neurodegenerative diseases, including AD, MSA, and ALS. ProMIS’ platform technology allows for the identification of
conformational epitopes that become exposed on toxic, misfolded forms of a given protein but are not present on the properly folded form of the same protein. Such DSEs can
then be used to generate therapeutic antibody candidates that selectively target toxic forms of the protein without interfering with essential functions of the healthy protein.

The Company first licensed the exclusive rights to the ProMIST™™ target identification technology from UBC to predict novel DSEs on the molecular surface of misfolded
proteins. ProMIS™ s an “in silico” rational selection approach that can be applied to any protein where the normal folding structure is at least partially known. The Company
also acquired a worldwide license from UBC to “Collective Coordinates”, a method to predict novel therapeutic targets in AD and other neurodegenerative diseases. Developed
principally by the Company’s former Chief Physics Officer, Steven Plotkin, PhD, the Collective Coordinates method is a computational algorithm employing protein molecular
dynamics simulations, and is complementary to the ProMIS™ predictive algorithm technology. The addition of Collective Coordinates to its computational discovery platform
gave ProMIS a unique, proprietary and robust engine to predict DSEs on the molecular surface of misfolded proteins. The amino acid sequence of the toxic, misfolded form and
the healthy, properly folded form of a target protein are exactly the same but the two differ in their shape, or conformation. The ProMIS platform offers the ability to identify
targets unique to the toxic, misfolded form. These conformational epitopes are used to immunize mice or rabbits to generate selective mAbs that can attack the disease-causing
form of the protein without interfering with the healthy form of the same protein. The mAbs raised in animals are humanized (the critical binding regions are inserted into a
human antibody framework) for potential use in patients.

Our Pipeline

We are developing a pipeline of antibodies aimed at selectively targeting misfolded toxic forms of proteins that drive neurodegenerative diseases without interfering with the
essential functions of the same properly folded proteins.
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ProMIS’ Objectives for 2022
The Company’s priorities for 2022 fall into the following four key areas:

Continue to progress PMN310 antibody lead program for AD
Continue to progress PMN442 antibody for MSA

Continue to progress PMN267 antibody for ALS

Use of the ProMIS proprietary platform to support portfolio expansion

PRODUCT CANDIDATES
Development of a Therapy for the Treatment of Alzheimer’s Disease
AD Overview

AD, a progressive neurodegenerative disease, is the most common type of dementia, accounting for approximately 60-80% of all dementia cases. Early symptoms of AD
include recent memory loss, as well as apathy and depression. As the disease progresses inexorably, language deterioration, impaired ability to mentally manipulate visual
information, poor judgment, confusion, restlessness, and profound mood swings develop. Eventually AD destroys cognition, personality, and the ability to function. The early
symptoms of AD, especially at the inaugural stage of MCI, are often missed because they are frequently and mistakenly taken for ‘natural signs of ageing’. In 2020 current
reports conclude that 50% of primary care physicians believe the medical profession is not prepared to meet the expected increase in demands the projected rise in AD and
dementia cases will create.

During 2020, it was estimated there were 5.8 million Americans living with AD and that number is projected to rise to 14 million by 2050.In the United States, one in three
seniors dies of AD or another dementia, which kills more people than breast cancer and prostate cancer combined. AD is the 6th leading cause of death in the United States,
according to the Alzheimer’s Association. In 2020, AD and other dementias cost the United States $305 billion and those costs are projected to rise to $1.1 trillion by 2050. It is
reported that 16 million Americans are unpaid caregivers, who in 2020 provided 18.6 billion hours of support, valued at $244 billion, to people with AD and other dementias.

According to the Alzheimer’s Association, AD is the sixth leading cause of death in the United States. Among people aged 70 with AD, 61% die before age 80, or twice the
death rate (30%) of those without AD. Deaths from AD, as recorded on death certificates, have increased 146% over the last two decades. In the United States and Canada
combined, an estimated 6.3 million people have AD currently, 9.5 million have MCI, and 42.3 million have evidence of potential pathology with no symptoms. In the United
States, AD costs the health system $305 billion, and that number is projected to grow to $1.1 trillion by 2050 if there are no advances in treatment and prevention.

There is a growing body of consistent scientific evidence that the root cause starts with misfolded, toxic oligomers of A, an otherwise normal protein in the brain. These
misfolded toxic oligomers cause another normal brain protein (tau) to misfold as well and produce toxic oligomers. Toxic misfolded AB and tau, directly cause the death of
neurons and, consequently, the loss of synaptic connections.

Historically, a major challenge in AD has been diagnosis. Twenty years ago, diagnosis of AD could only be confirmed by autopsy. Two years ago, consensus guidelines were
developed that established new diagnostic criteria — A/T/N. The methods used were based on sophisticated approaches to brain imaging: amyloid positron emission tomography
(“PET”) scans measuring amyloid plaque as a proxy for pathology, tau PET scans measuring tau tangles as a proxy for pathology, and cortical magnetic resonance imaging
(“MRI”) measuring the thickness of the frontal cortex of the brain as a measure of neurodegeneration. Each of these tests costs thousands of dollars, affordable perhaps to
diagnose patients for a clinical trial, but not practical for screening millions of people who might be at risk or have pre-symptomatic AD.

There are now blood-based biomarkers (diagnostic assays) that can provide information that correlates with expensive A/T/N imaging so that it is possible to detect and monitor
AD neuropathology in blood. Two measures have been scientifically validated: NfL, which measures the rate of neuronal loss, and phosphorylated tau which measures the level
of toxic, misfolded tau. Blood levels of these have been shown to correlate with brain imaging measures, as well as disease status or progression. These advances have
implications for ProMIS’ strategy. Better diagnostics can facilitate more efficient clinical trials, both in terms of identifying potential subjects for the trial and also detecting a
potential treatment effect in early, small trials. Secondly, the ability to diagnose disease prior to symptoms raises the possibility of preventive treatment.

According to the World Alzheimer Report 2015, the current dementia market comprises two product categories, namely, AChE inhibitors and N-methyl-D-aspartate receptor
antagonists. AChE inhibitors dominate the market. The overall market is dominated by four leading brands — Aricept, Namenda, Exelon and Ebixa. Aricept, whose active
ingredient is an AChE inhibitor, accounted for over 40% of the total market in 2019. The U.S. was the largest market for AD drugs in 2019, accounting for approximately 35%
of total worldwide AD pharmaceutical sales in that year.

PMN310

ProMIS’ lead therapeutic program is PMN310, a mAb designed to treat AD by selectively targeting the toxic misfolded form of AB. PMN310 was designed to be more selective



for the toxic oligomer of amyloid than aducanumab, Biogen Inc.’s anti-Ap antibody, and BAN 2401, currently being co-developed by Eisai Co. and Biogen. There are three
forms of amyloid protein in the brain — monomers, oligomers, and plaque. Only certain misfolded oligomers are toxic, leading to the neuronal death and synaptic loss that causes
AD-related cognitive decline. Monomers are simple strings of amino acids that play a role in normal brain health. Plaque is insoluble — solid deposits of amyloid (similar to
plaque in arteries) that can build up over time. Both aducanumab and BAN2401 bind oligomers, but also plaque. This off-target binding of plaque frequently leads to a side
effect, ARIA-E, potentially limits the benefit of aducanumab and BAN2401 by both limiting the highest dose that can be safely administered and by “wasting” a substantial
portion of the administered antibody which binds plaque, reducing what is available to neutralize the toxic oligomers that cause disease.

In contrast to aducanumab (which has accelerated approval from the FDA), BAN2401 and donanemab, which have shown positive clinical trial outcomes, all other Ap-targeted
therapies to date have failed in clinical trials. The results of numerous clinical trials with AB-related therapies are in line with the latest scientific understanding that the toxic
oligomer is the pathogen and needs to be the target for therapy. PMN310 is selective for the toxic oligomer form of amyloid and, as a result, we believe it may possess the
features necessary to potentially be “best in class” if approved, with a possibly more favorable clinical safety and efficacy profile than aducanumab, donanemab, or BAN2401.

Evidence from genetic and experimental studies supports a causative role for Ab in the pathogenesis of AD. Views on the nature of the Ab species responsible for progressive
neurodegeneration have evolved considerably along with a greater understanding of AD disease biology. While the presence of A b plaque is a hallmark of AD, it is now
recognized that the synaptic loss and neurodegenerative spread of AD is primarily mediated by soluble oligomers of misfolded A b rather than plaque. It is believed that a subset
of misfolded ABO can propagate in a prion-like manner and form a seed or template capable of converting surrounding A b into the toxic oligomer form. There is also evidence
that such misfolded “Ab prions” can catalyze the misfolding of tau, another protein involved in the pathogenesis of AD. Targeting of ABO with selective antibodies, therefore,
represents a strategy to inhibit progression of the neurodegenerative Ab-tau cascade.

This premise is supported by recent results of clinical trials, conducted by third parties, with therapeutic mAbs targetingAb. Antibodies that bind Af monomers (e.g.,
bapineuzumab, solanezumab, crenezumab) showed a lack of efficacy suggesting that high selectivity for low abundance toxic ABO is desirable to prevent mAbs from being
consumed by unproductive binding to non-pathogenic, abundant monomers (target distraction). Other antibodies with reduced binding to monomers produced more promising
results, but their binding to insoluble deposits of A in the vasculature and plaque (e.g., aducanumab, BAN2401, donanemab), was associated with the dose-limiting adverse
events of ARIA-E (brain edema) and ARIA-H (microhemorrhages). We believe that a selective, oligomer-specific antibody that does not bind monomers or plaque would
circumvent these issues and potentially provide an improved product profile. We believe ProMIS’ clinical candidate, PMN310, displays these desired characteristics (see
below).

Using the ProMIS platform, six different conformational epitopes were identified as potential targets exposed on toxicAPO but not A monomers or plaque. MAbs raised
against these epitopes displayed selectivity for AR oligomers vs monomers and inhibited ABO toxicity and propagation in vitro. In January 2017, the Company designated the
PMN?310 antibody (binds conformational epitope 301) as its first lead candidate for development in AD. In preclinical studies, PMN310 displayed the desired ABO-selective
binding profile with little or no binding to A monomers, plaque or vascular deposits. /n vitro, PMN310 inhibited ABO propagation and toxicity (Fig. 1). PMN310 prevented
APO-induced loss of memory formation in mice (Fig. 2) and reduced biomarkers of synaptic loss and inflammation in their brain. In a study using cadaveric brain tissue from
individuals with AD, PMN310 also showed binding to brain fractions indicating that PMN310 can potentially recognize toxic ABO species present in the brain. Systemic
administration of PMN310 in mice resulted in brain exposure and kinetics comparable to those of other therapeutic mAbs suggesting that PMN310 is similarly able to cross the
blood-brain barrier to reach its target. The Company believes that the greater selectivity of PMN310 for ABO may result in greater neutralization of this disease-causing species
(no target distraction) and may potentially be better tolerated (allowing for higher doses) due to a reduced risk of the ARIA adverse events that have been reported associated
with plaque-binding antibodies.
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Fig. 1. Inhibition of aggregation propagation in vitro (thioflavin-based assay) (A) and inhibition of ABO toxicity for primary mouse neuronsin vitro (B).
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Fig. 2. Administration of PMN310 to mice prevented the loss of short-term memory formation caused by toxic ABO.

The Company successfully humanized PMN310 in a human IgG1 framework. Producer cell line development is progressing using Selexis' proprietary and high performance
SUREtechnology Platform. Cell banks and drug product candidate will be generated in partnership with KBI. An Investigational New Drug Application (“IND”) for Phase 1
testing of PMN310 is planned for 2022.

Development of a Therapy for the Treatment of MSA
Multiple System Atrophy Overview

MSA is a rare neurodegenerative disease with an estimated prevalence of 3.4-4.9 cases per 100,000 population. MSA is characterized by rapidly progressive autonomic failure
and motor symptoms with predominant parkinsonian features (MSA-P) or dominant cerebellar features (MSA-C). There is no effective treatment and the mean survival from the
onset of symptoms is 6-10 years. Histologically, the disease is characterized by a-syn aggregates in the cytoplasm of oligodendrocytes and, to a lesser extent, in neurons and
other glial cells. The causative role of a-syn aggregates in MSA pathogenesis is supported by experimental evidence showing that a-syn aggregates from MSA brain
homogenates propagate in a prion-like manner in vitro and in vivo, and cause MSA-like neurodegeneration in mice. The characteristics of MSA, although devastating for the
patients, present several advantages for clinical testing: disease progression is rapid, potentially allowing for earlier detection of an efficacy signal; high levels of NfL in serum
represent a potential biomarker for inhibition of neuronal damage; and no placebo effects have been observed in clinical trials to date. Even though MSA is a rare disease,
recruitment is facilitated by the unmet need and existence of a global MSA Registry (GLOMAR), along with supporting organizations.

PMN442

Research discussed in the literature indicates that misfolded toxic a-syn is a primary driver of disease. Multiple studies indicate that pathogenic aggregates of a-syn can
propagate from cell to cell in a prion-like manner causing progressive neuronal damage and disease symptoms. In order to target pathogenic a-syn without interfering with
normal a-syn, the ProMIS platform was used to generate several mAbs against predicted conformational epitopes of misfolded, toxic a-syn. These mAbs showed the ability to
selectively bind the pathogenic forms of a-syn (toxic oligomers and small soluble fibrils) but not the normal forms of a-syn (monomers, physiologic tetramers) that play
important functional roles in the brain (Fig. 3). In vitro studies showed that the mAbs were able to protect rat dopaminergic neurons (neurons that are destroyed in PD) against
toxic a-syn oligomers (Fig. 4). In separate assays, the mAbs also neutralized the seeding activity of a-syn soluble fibrils (Fig. 5) which is involved in the cell to cell propagation
of disease. Importantly, the mAbs recognize toxic species of a-syn present in brain homogenates from patients with synucleinopathies (Fig. 6). Taken together, the results
support the potential for using these antibodies to selectively target and protect against a-syn pathogenic species in patients with synucleinopathies.
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Fig. 3. Selectivity of mAbs for pathogenic species of a-syn. The binding response of a representative mAb to various concentrations of asyn monomers, toxic oligomers and
soluble fibrils (sonicated PFFs) measured in a Millipore immunoassay. Mean + SD of triplicates shown with the calculated lower limit of quantitation (LLOQ) for each species.
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Fig. 4. Protection against neurotoxicity. mAb inhibition of oligomer toxicity for dopaminergic neurons. Cultures of primary rat dopaminergic neurons were exposed to toxic a-
syn oligomers with or without mAbs. Survival is expressed as the percentage of viable neurons compared to a control culture with vehicle only (CTL). Results shown are the
mean + SEM of 6 replicate cultures. BDNF was used as a positive control. # p = 0.0004 vs. CTL, *p< 0.002 vs. a-synO, **p <0.003 vs. a-synO.
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Fig. 5. Inhibition of seeding activity. mAb inhibition of the recruitment of endogenous rat a-syn into phosphorylated aggregates. Cultures of primary rat hippocampal neurons
were exposed to soluble human a-syn preformed fibrils (PFF) with or without mAbs. CTL = neurons incubated with vehicle alone. Results are expressed as a percentage of the
phosphorylated rat a-syn staining area with PFF alone and show the mean + SEM of 6 replicate cultures. *p<0.02 vs PFF.
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Fig. 6. Binding to native pathogenic a-syn species in patient brain extract. The binding response of immobilized mAbs to asyn in brain extract from DLB (A) and MSA
(B) patients was measured by SPR. A pan a-syn reactive antibody and mouse IgG1 (mIgG1l) were used as controls. Results shown are the mean + SEM of two (A) or four
(B) independent studies.

Using the ProMIS platform, several conformational epitopes were identified as likely to become exposed on misfolded, pathogenic forms of a-syn (toxic oligomers and soluble
seeding fibrils). MAbs were raised against these epitopes and were tested for the desired binding profile and ability to protect neurons against toxic a-syn species in vitro.
Multiple mAbs were screened and PMN442 emerged as the lead candidate for this program with the desired characteristics. PMN442 showed robust binding to a-syn oligomers
and seeding fibrils, with negligible binding to a-syn monomers and physiologic tetramers which are required for normal neuronal function. PMN442 also reacted with native
toxic a-syn present in brain homogenates from individuals with MSA and DLB. In addition, PMN442 did not stain dense deposits of a-syn in Lewy bodies and Lewy dendrites
in brain sections from diseased individuals. Although characteristic of disease, Lewy bodies/Lewy dendrites are not believed to be a major driver of toxicity and can actually act
as a sink, diverting antibodies away from the pathogenic species (oligomers and seeding fibrils).




In activity assays, PMN442 protected rat dopaminergic neurons against killing by a-syn toxic oligomers. PMN442 also inhibited the processes involved in the cell-to-cell
propagation of a-syn aggregates: it reduced the uptake of human a-syn seeding fibrils by neurons and the subsequent formation of intracellular aggregates, as well as the
recruitment of endogenous normal a-syn into those aggregates. These results support the potential of PMN442 to selectively target and protect against a-syn pathogenic species
in patients with MSA and other synucleinopathies.

Development of a Therapy for the Treatment of ALS
ALS Overview

ALS, commonly known as Lou Gehrig’s Disease, is a progressive neurodegenerative disease that causes muscle weakness, paralysis and, ultimately, respiratory failure. ALS
attacks randomly, occurs throughout the world with no racial, ethnic or socioeconomic boundaries. Most people with ALS only live two to five years after their first signs of
disease. It is estimated there are currently 30,000 people in North America and 450,000 people worldwide, suffering from ALS, with approximately 5,000 new cases arising in
North America annually. Patients with ALS present symptoms such as progressive weakness, muscle atrophy and spasticity. These neurodegenerative and neuromuscular
symptoms arise due to the ultimate degeneration of motor neurons in the spinal cord, the brain stem and in the brain cortex. Incurable and usually fatal within five years, ALS
gradually robs a patient of the ability to walk, talk and breathe. Currently, there is no confirmatory test for ALS and many people go undiagnosed at early phases of the disease.
Approximately two-thirds of those afflicted by ALS are currently undergoing some form of symptomatic treatment. There are no therapies approved that halt or significantly
slow progression.

The biological mechanisms that cause ALS are only partially understood. There are scientific research results indicating that toxic, misfolded forms of TDP-43 are believed to
play an important role in the development of ALS.

PMN267

Misfolded, aggregated TDP-43 forming inside neurons has been implicated in the pathogenesis of ALS, FTLD and LATE through direct toxicity, loss of function of normal
TDP-43, induction of misfolding of other neuronal proteins, and prion-like, cell-to-cell propagation of disease.

Experimentally, misfolded aggregates of TDP-43 are toxic to neural cells, and the prion-like propagation of TDP-43 aggregates has been demonstrated in cell culture and animal
models. Importantly, misfolded TDP-43 has been found to induce the misfolding of other proteins into pathogenic aggregates (e.g., SOD1, nuclear pore proteins and transport
proteins, DISC1), such that targeting misfolded TDP-43 potentially represents an opportunity to not only neutralize TDP-43 pathology but also interrupt this pathogenic
interactome.

Identification of epitopes present on misfolded TDP-43 through the ProMIS discovery platform allowed for the generation of high affinity antibodies (Fig. 7) showing selective
recognition of misfolded cytoplasmic aggregates of TDP-43 with no detectable interaction with normal TDP-43 which is located in the nucleus and is important for normal cell
function (Fig. 8). The antibodies also recognized and stained pathogenic TDP-43 aggregates in spinal cord sections from ALS patients and brain sections from FTLD patients
(immunohistochemistry) indicating that they have the potential to target disease-causing TDP-43 in these patients. /n vitro data showed that such antibodies can inhibit the cell
to cell transmission of misfolded TDP-43 in the extracellular space thereby offering the potential to inhibit spreading of pathology (Fig. 9).
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Fig. 7. High affinity mAbs. In SPR studies, serial dilutions of test mAbs were flowed over the target epitope immobilized on sensorchips to assess the binding kinetics and
affinity. Binding curves were fitted to a Langmuir 1:1 interaction model.
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Fig. 8. Selective binding of mAb to misfolded, cytoplasmic aggregates of TDP-43. Staining of HEK293 cells transfected with mutant TDP-43 shows cytoplasmic aggregates of
misfolded TDP-43 (red). Staining of the same cells with a PMN mAb (green) shows co-localization with TDP-43 aggregates with no staining of endogenous, normal TDP-43 in
the nucleus (nuclei stained blue).
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Fig. 9. Inhibition of cell-to-cell transmission of misfolded TDP-43 by mAbs. Supernatant from HEK293 cells transfected with misfolding mutant TDP-43 was incubated with
test antibodies and added to naive recipient cells to assess transmission of misfolding TDP-43 (HA-tagged). Compared to a mouse IgG1 negative control (mIgG1), several mAbs
inhibited transmission to recipient cells as determined by a reduction in the density of the HA band on a Western blot of recipient cell lysate.

Intrabody versions of the TDP-43 antibodies were also generated. Intrabodies (from intracellular and antibody) are expressed from within the cell and were designed to target
intracellular aggregates of TDP-43. Testing indicated that intrabodies expressed inside HEK293 cells associated selectively with pathogenic aggregates of TDP-43 in the
cytoplasm (Fig. 10) and promoted degradation of the aggregates without affecting normal TDP-43 function or harming the cells (Fig. 11).

Figure 10
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Fig. 10. Co-localization of intrabody with misfolded, cytoplasmic aggregates of TDP-43. Staining of HEK293 cells co-transfected with mutant TDP-43 (green) and plasmid
encoding a PMN intrabody (red) shows co-localization of the two. There was no interaction of the intrabody with endogenous, normal TDP-43 in the nucleus (nuclei stained
blue).

Figure 11
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Fig. 11. Clearance of TDP-43 aggregates by intrabody. Transfection of HEK293 cells with a ProMIS intrabody results in degradation of HA-tagged mutant TDP-43 (dNLS)
aggregates as measured by reduction in the density of the HA band on a Western blot of cell lysate compared to an empty vector (EV) control.

These results support the potential for using these mAbs to selectively target and protect against pathogenic TDP-43. We believe the antibodies could be used to interfere with
the cell to cell spread of misfolded aggregates of TDP-43 in the extracellular space while intrabody constructs delivered inside the cells via gene therapy vectors could be used

to degrade intracellular aggregates and prevent further propagation (concept illustrated in Fig. 12).

Figure 12
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Using the ProMIS platform several epitopes were identified as likely to become exposed on misfolded, pathogenic forms of TDP-43, but not on the properly folded, functional
protein. MAbs were raised against these epitopes and tested for selective reactivity with misfolded TDP-43 aggregates and protective activity. Screening of multiple mAbs
yielded PMN267 as the lead candidate exhibiting the desired properties. PMN267 bound its target epitope with high affinity in the 10E-11M range. In a cell system, PMN267
showed selective recognition of misfolded, cytoplasmic TDP-43 aggregates and no detectable interaction with endogenous normal TDP-43 in the nucleus. Similarly, PMN267
did not react with TDP-43 in stress granules which are important in protection against oxidative stress. PMN267 also showed binding to exosomes derived from the brains of
deceased FTLD individuals. /n vivo studies are ongoing.

An intrabody version of PMN267 (single chain antibody sequence encoded into a plasmid) expressed from within cells showed co-localization with cytoplasmic aggregates of
TDP-43 and no detectable binding to normal, nuclear TDP-43. Expression of the intrabody promoted degradation of the misfolded TDP-43 aggregates. The Company believes
that the observed selectivity of PMN267 for misfolded TDP-43 and avoidance of normal TDP-43 has the potential to allow for inhibition of disease without compromising
essential TDP-43 function. Intrabody development would involve collaboration with a partner with gene therapy expertise.
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DEVELOPMENT PROGRAMS
Expansion to Include Other Neurodegenerative and Mis-folded Protein Diseases

The ProMIS discovery platform is also being applied to other toxic proteins that drive neurodegenerative and other mis-folded protein diseases including a-syn in PD and LBD,
tau in AD, FTLD, PSP, and CBD, RACKI1 in ALS and HD, SODI in ALS and DISCI in schizophrenia. Under disease conditions, misfolding of these proteins leads to the
formation of toxic aggregates inside brain cells that are capable of spreading damage by propagating from cell-to-cell. Disease-associated conformational epitopes identified
through ProMIS’ computational platform can be used to potentially generate therapeutic antibodies or potentially form the basis for the development of vaccines.

Alpha-synuclein

Evidence from genomic analysis, cell culture, andin vivo studies points to a-syn as a major driver of PD and other synucleinopathies. A large body of data suggests that soluble
aggregates (oligomers, soluble fibrils) are the most toxic form of a-syn and can spread pathology from neuron to neuron. In contrast, a-syn monomers and physiological
tetramers are non-toxic and are required for normal neuronal function.

In order to develop a potential therapy with maximal safety and efficacy, the ProMIS computational platform was used to identify epitopes that are selectively exposed on toxic
misfolded species of a-syn, in a conformation that distinguishes it from that of monomers, physiological tetramers and insoluble fibrils (Lewy body/Lewy neurites). The
analyses suggest that immunization with these conformational epitopes led to the generation of mAbs that selectively bind the toxic forms of a-syn as determined by several
methods (surface plasmon resonance, immunohistochemistry and dot blot analysis).

PD is a progressive neurodegenerative disorder characterized by loss of dopaminergic neurons located in the midbrain and the presence of intraneuronal inclusions (Lewy
bodies/Lewy neurites) consisting mainly of aggregates of a-syn. Accumulation of insoluble a-syn fibrils in the brain is also observed in LBD.



PD is the second most common neurodegenerative disorder after AD. It is estimated there are over 10 million patients diagnosed worldwide and up to 10 million total subjects
with PD, including undiagnosed individuals. The prevalence of PD increases with age, affecting approximately 1.1% of the population over the age of 60. Currently, the
Parkinson’s Foundation Prevalence Project estimates 930,000 people in the United States live with PD, and this number is expected to rise to 1.2 million by 2030. As global life
expectancy increases, so will the burden of PD. It is estimated that the global number of people with PD will grow by 88% between 2020 and 2040.

Global Data estimates that drug sales for PD will, according to the U.S. National Institute of Environmental Health Sciences, grow from 2020 to 2027 by approximately 11.3%
to reach $4.76 billion across the seven largest markets by 2027. Over the seven year forecast period, the market is expected to grow driven by the launch of late-stage pipeline
products and growth of the PD population. North America dominates the PD market. Nearly 1 million people in the United States are living with PD with the average age of
onset being 60 and the prevalence of PD in the population increases from 1% at age 60 (5 — 10% of whom had early onset from age 50) to 4% at age 80. It is predicted by the
U.S. National Institute of Health that by 2030, due to the aging population in the United States, approximately 1.2 million people will be suffering from PD. The Asia Pacific
market is also expected to record significant growth in this market, centered on China, Japan and India.

13

Scientific studies indicate that toxic oligomers and small soluble fibrils, derived from naturally occurring a-syn, are the root cause of disease development and progression in
PD. Recent findings suggest that physiological a-syn tetramers inhibit aggregation and must be preserved for normal a-syn homeostasis. Maximal therapeutic efficacy is
expected to require antibodies selective for the toxic forms of a-syn oligomers and/or small soluble fibrils, while avoiding physiologic forms of a-syn. Selectivity for only the
toxic forms of a-syn represents the essential feature of a successful antibody therapy, for it is critical that treatment not hinder normal forms of a-syn that play an important
functional role in the brain. Traditional methods are unable to generate antibodies with adequate precision to selectively target these neurotoxic forms of a-syn. ProMIS is using
its proprietary technology platform for discovering and developing antibodies that can uniquely and precisely target these specific toxic forms.

Current treatments center on the management of dopamine levels in the brain, with levodopa-based therapies remaining the standard of care in the PD market for the past 50
years. These therapies provide initial relief of symptoms at a low annual cost of therapy, with Sinemet (carbidopa/levodopa, Merck Sharp & Dohme) and Madopar
(benserazide/levodopa, Roche) being the two most popular branded drugs. However, dopamine replacement or dopamine agonist (bromocriptine) therapies only provide
temporary symptomatic relief, are associated with debilitating long-term side effects and do not affect the underlying neurodegeneration and progression of disease related to
toxic forms of a-syn.

Tau

Propagation of misfolded, pathogenic aggregates of tau has also been implicated in AD and other tauopathies such as PSP, CBD, and FTLD-tau. The ProMIS platform was
therefore used to identify epitopes and raise mAbs against pathogenic forms of tau (toxic oligomers and small soluble fibrils). A set of mAbs has been generated that
preferentially bind pathogenic tau aggregates as opposed to physiologic tau monomers. The Company believes that selectivity of antibodies for tau pathogenic species, as
opposed to pan-tau reactivity (binding to all forms of tau), is needed both in order to preserve normal tau function and to minimize the diversion of active antibody from the
target through unproductive binding to more abundant non-toxic forms of tau. In binding assays, the ProMIS mAbs recognized toxic species of tau in brain homogenates from
individuals with AD (Fig. 13) indicating that the mAbs can recognize toxic tau species present in the brain. In activity assays, the mAbs were able to inhibit the seeding activity
of AD brain homogenate resulting in decreased induction of tau aggregation in a cell system. (Fig. 14). These results suggest that these mAbs may be useful in targeting
pathogenic tau in AD and potentially other tauopathies.

Currently, mAbs against additional epitopes are being generated and screened. The next steps will entail selecting the best candidates forin vivo testing and eventual selection of
additional product candidates.
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Figure 13
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