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NGN-401 is an investigational gene therapy being  

developed as a one-time treatment for Rett  

syndrome. It is designed to deliver the full-length 

MECP2 gene to the areas of the brain and nervous 

system underlying Rett syndrome pathophysiology. 

NGN-401 incorporates Neurogene’s proprietary  

EXACTTM transgene regulation technology, which  

has been engineered to deliver therapeutic and  

tolerable levels of MeCP2 protein. The ongoing  

Phase 1/2 open-label clinical trial is evaluating  

an intracerebroventricular (ICV) administration of  

NGN-401 at a dose of 1E15 vg in female patients 

aged 4 years and older with Rett syndrome.
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To Our Shareholders, 

In pursuit of Neurogene’s mission to develop life-changing medicines for people and their 
families impacted by devastating neurologic diseases, we made substantial progress in 2024 that 
brings us closer to a potentially disease-modifying treatment for Rett syndrome. In 2025, our 
efforts are laser-focused on moving NGN-401 gene therapy for Rett syndrome forward to a 
registrational study as we continue to advance the rest of our pipeline. We are well-capitalized, 
with an expected cash runway into the second half of 2027, which we believe will allow for the 
completion of enrollment of the NGN-401 registrational study and CMC scale-up to support 
registrational activities.

In 2024, we unveiled key clinical data from the open-label, Phase 1/2 trial of NGN-401 for 
Rett syndrome. During the Child Neurology Society conference, we shared that based on initial 
data as of October 17, 2024, the first four participants who had received the 1E15 vg dose of 
NGN-401:

 •  Achieved a clinically meaningful improvement in Clinical Global Impression –  
Improvement (CGI-I) score; CGI-I is a clinician-completed assessment that evaluates  
the global improvement of a patient from baseline

 •  Improved in the Rett Syndrome Behavior Questionnaire (RSBQ), a caregiver-completed 
scale measuring Rett syndrome behaviors

 •  Acquired skills and/or developmental milestones in one or more clinical domains of Rett 
syndrome, which include hand function/fine motor, language/communication, and  
ambulation/gross motor; these improvements are not expected when contextualized 
against the NIH-sponsored Rett syndrome natural history study

In addition, we believe the 1E15 vg dose of NGN-401 has been generally well-tolerated. There 
continue to be no signs or symptoms indicating MeCP2 overexpression toxicity. The Phase 1/2 
trial is continuing to enroll participants. In early 2025, we expanded the age range in the trial 
to include participants aged 11 years and older in a pilot cohort (n=3) in addition to the cohort 
enrolling 4- to 10-year-olds (n=8). We believe evaluating NGN-401 in a broader patient  
population is an important step in our goal to eventually make NGN-401 available to more 
people in the Rett syndrome community. 



In 2025, our efforts are laser-focused on  

moving forward to a registrational study as we  

continue to advance the rest of our pipeline. 

The encouraging data from our Phase 1/2 trial are driving us forward as we plan for a  
registrational trial. In addition to receiving Regenerative Medicine Advanced Therapy (RMAT) 
designation, NGN-401 was also selected by the U.S. Food and Drug Administration (FDA)  
for its START (Support for Clinical Trials Advancing Rare Disease Therapeutics) Pilot  
Program, which provides for more frequent communications with the Agency. Leveraging the 
START program, we expect to provide an update on registrational trial plans in the first half  
of 2025. We also expect to announce additional interim Phase 1/2 clinical data in the second 
half of 2025, which we expect will also include data from our 11 years and older cohort. 

During 2024, we also made important progress on the manufacturing front, gaining alignment 
with the FDA on the potency assay strategy for the NGN-401 program and CMC  
scale-up plans to support a potential commercial launch. Product for the program is being 
manufactured at our internal manufacturing facility, which we believe provides financial and 
strategic pipeline flexibility. 

As we look to additional pipeline opportunities, we believe that leveraging EXACT in future 
programs has the potential to unlock other attractive market opportunities in neurological  
disorders that require transgene regulation. 

I would like to thank the dedicated and talented team at Neurogene, the physician and patient 
communities participating in our trials, our Board of Directors, and our shareholders for their 
support throughout the past year. We look forward to continued progress in 2025 and keeping 
you apprised of program updates.

Sincerely,

Rachel McMinn, Ph.D. 
Founder and Chief Executive Officer
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CAUTIONARY NOTE ABOUT FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K contains “forward-looking statements” within the meaning of the federal securities laws, which statements are
subject to substantial risks and uncertainties and are based on estimates and assumptions. All statements, other than statements of historical facts, including
statements concerning our plans, objectives, goals, strategies, future events, future revenues or performance, financing needs, plans or intentions relating to
products and markets, and business trends and other information referred to under the sections entitled “Risk Factors,” “Management’s Discussion and
Analysis of Financial Condition and Results of Operations,” and “Business” are forward-looking statements. In some cases, you can identify forward-looking
statements by terms such as “anticipate,” “believe,” “can,” “could,” “design,” “develop,” “estimate,” “expect,” “intend,” “objective,” “may,” “might,” “plan,”
“potential,” “predict,” “should,” “will,” “would,” or the negative of these terms, and similar expressions intended to identify forward-looking statements.
Forward-looking statements are not historical facts, and reflect our current views with respect to future events. Given the significant uncertainties, you should
not place undue reliance on these forward-looking statements.

There are a number of risks, uncertainties and other factors that could cause our actual results to differ materially from the forward-looking statements
expressed or implied in this Annual Report on Form 10-K. Such risks, uncertainties and other factors include, among others, the following:

• We have a limited operating history, have not completed any clinical trials, and have no products approved for commercial sale, and our results may
vary from quarter to quarter.

• We will require substantial additional capital to finance our operations in the future. If we are unable to raise such capital when needed, or on
acceptable terms, we may be forced to delay, reduce or eliminate clinical trials, product development programs or future commercialization efforts.

• We have incurred significant losses since inception, and expect to incur significant losses for the foreseeable future and may not be able to achieve or
sustain profitability in the future. We have no products for sale, have not generated any product revenue and may never generate product revenue or
become profitable.

• NGN-401 and our other programs are in early stages of development and may fail in development or suffer delays that materially and adversely affect
their commercial viability. If we or our current or future collaborators are unable to complete development of, or commercialize, our product
candidates, or experience significant delays in doing so, our business will be materially harmed.

• We are substantially dependent on the success of our most advanced product candidate, NGN-401, and our ongoing and anticipated clinical trials of
such candidate may not be successful.

• Delays in developing our manufacturing capabilities or failure to achieve operating efficiencies from such capabilities may require us to devote
additional resources and management time to manufacturing operations and may delay our product development timelines.

• We have a number of academic collaborations, and currently rely on our collaboration with the University of Edinburgh for certain aspects of our
preclinical research and development programs, including working in collaboration to discover and preclinically develop potential product candidates
for our near-term future pipeline. Failure or delay of the University of Edinburgh or any other collaborator to fulfil all or part of its obligations under
our agreement, a breakdown in collaboration between the parties or a complete or partial loss of the relationship would materially harm our business.

• In order to successfully implement our plans and strategies, we will need to grow the size of our organization and we may experience difficulties in
managing this growth.

• The regulatory approval processes of the U.S. Food and Drug Administration (“FDA”) and other comparable foreign regulatory authorities are
lengthy, time-consuming and inherently unpredictable. If we are not able to obtain, or if there are delays in obtaining, required regulatory approvals
for our product candidates, we will not be able to commercialize, or will be delayed in commercializing, such product candidates, and our ability to
generate revenue will be materially impaired.

• The market price of our common stock may continue to be volatile.

• We may be required to allocate resources to fulfilling the requirements of the Contingent Value Rights Agreement entered into in connection with the
Reverse Merger related to certain legacy lease obligations, which may take away from our core programs and create a distraction for our management
and employees.

• Future sales of shares by existing stockholders could cause our stock price to decline.

1



Table of Contents

• Our executive officers, directors and principal stockholders have the ability to control or significantly influence all matters submitted to our
stockholders for approval.

There may be other factors that may cause our actual results to differ materially from the forward-looking statements expressed or implied in this
Annual Report on Form 10-K, including factors disclosed in “Risk Factors” and “Management’s Discussion and Analysis of Financial Condition and Results
of Operations.” You should evaluate all forward-looking statements made in this Annual Report on Form 10-K in the context of these risks and uncertainties.

We caution you that the risks, uncertainties, and other factors referred to above and elsewhere in this Annual Report on Form 10-K may not contain all
of the risks, uncertainties and other factors that may affect our future results and operations. Moreover, new risks will emerge from time to time. It is not
possible for our management to predict all risks. In addition, we cannot assure you that we will realize the results, benefits or developments that we expect or
anticipate or, even if substantially realized, that they will result in the consequences or affect us or our business in the way expected.

Any forward-looking statements contained in this Annual Report on Form 10-K speak only as of the date hereof and not of any future date, and we
expressly disclaim any intent to update any forward-looking statements, whether as a result of new information, future events or otherwise.
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Part I

Item 1. Business

Overview

Despite recent scientific advances in genetics, most neurological diseases, particularly those with devastating consequences to patients, are left untreated.
Conventional gene therapy is an attractive potential treatment approach for only a limited number of monogenic diseases due to the challenges caused by the
complex biology of neurological diseases and by inherent variable transgene uptake and expression. We are a clinical-stage biotechnology company
committed to overcoming these limitations and turning today’s complex devastating neurological diseases into treatable conditions. By harnessing our
proprietary transgene regulation technology, EXACT  (Expression Attenuation via Construct Tuning), we are building a robust and differentiated product
portfolio of genetic medicines for rare neurological diseases with high unmet need not otherwise addressable by conventional gene therapy. Our EXACT
approach leverages key scientific breakthroughs, including gene transfer technology, microRNA-based genetic circuits, and adeno-associated virus (“AAV”)
delivery, and is designed to deliver therapeutic levels of transgene to key areas of the brain that underlie neurological disease pathology.

Our first clinical-stage program to utilize the EXACT platform is NGN-401, which is in development for the treatment of Rett syndrome, a disease with a
patient population that has a significant unmet need, and that ultimately progresses to substantial neurological and physical impairment and premature death.
We are conducting a Phase 1/2 open-label, multi-center clinical trial of NGN-401 gene therapy for the treatment of female patients with classic Rett syndrome
that is assessing the safety, tolerability, and efficacy of NGN-401 at a dose of 1E15 vg. Clinical grade NGN-401 was manufactured at our manufacturing
facility, and is being used for dosing in the Phase 1/2 clinical trial. NGN-401 is delivered using a one-time intracerebroventricular (“ICV”) procedure, which
we believe is the most suitable route of administration to achieve optimal biodistribution in key regions of the brain and other parts of the nervous system that
underlie Rett syndrome pathophysiology.

In addition to NGN-401, we have also been pursuing a conventional gene therapy program in a Phase 1/2 clinical trial of NGN-101 for the treatment of
CLN5 Batten disease. This patient population has a significant unmet need and experiences extensive neurological and physical impairment leading to
blindness, loss of motor function and early mortality. Our Phase 1/2 clinical trial of NGN-101 was the first trial to assess the treatment of both
neurodegenerative and ocular disease manifestations of Batten disease. In August 2024, we announced that enrollment was complete in the trial. In November
2024, we announced that the Company does not expect to move forward with the NGN-101 CLN5 Batten disease gene therapy program at this time. Given the
rarity of the disease, continued investment in the program was predicated on alignment on a streamlined registrational pathway with the FDA. To support a
streamlined pathway, we submitted a regenerative medicine advanced therapy (“RMAT”) application to the FDA. Despite our belief that the application met
the standard of preliminary clinical evidence required to obtain an RMAT designation, the RMAT application was denied. We are currently evaluating options
for the program.

We also established a fully operational current good manufacturing practices (“cGMP”) facility in Houston, Texas used to manufacture current and future
product for research, toxicology and clinical studies. We believe that our in-house manufacturing capabilities better enable control of product quality and
development timelines, strategic pipeline and financial flexibility, and clinical-to-commercial continuity.

Completion of the Reverse Merger and Pre-Closing Financing

On December 18, 2023, (the “Closing”) we completed our business combination in which we merged a subsidiary of our parent company with and into
our operating company, with the operating company surviving as a wholly owned subsidiary of the parent. Except where the context requires otherwise, all
references to us, we, Neurogene or the Company in this report refer to both our parent company, Neurogene Inc., a Delaware corporation, and our operating
subsidiary, Neurogene Inc., a Nevada corporation, which we sometimes refer to as Neurogene OpCo.

The Closing was completed in accordance with the terms of the Agreement and Plan of Merger, dated as of July 17, 2023 (the “Merger Agreement”), by
and among the Company, Project North Merger Sub, Inc., a Delaware corporation and a wholly owned subsidiary of the Company (“Merger Sub”), and
Neurogene OpCo, pursuant to which, among other matters, Merger Sub merged with and into Neurogene OpCo, with Neurogene OpCo surviving as a wholly
owned subsidiary of the Company (the “Reverse Merger”). In connection with the completion of the Reverse Merger, the Company changed its name from
“Neoleukin Therapeutics, Inc.” (“Neoleukin”) to “Neurogene Inc.,” and the business conducted by the Company became primarily the business conducted by
Neurogene OpCo. Immediately prior to Closing, the Company effected a 1-for-4 reverse stock split (the “Reverse Stock Split”). Unless noted otherwise, all
references in this Annual Report on Form 10-K to share and per share amounts reflect the Reverse Stock Split.

TM
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Concurrently with the execution and delivery of the Merger Agreement, and in order to provide Neurogene OpCo with additional capital for its
development programs, Neurogene OpCo entered into a subscription agreement (the “Subscription Agreement”) with certain investors named therein (the
“Investors”), pursuant to which, subject to the terms and conditions of the Subscription Agreement, immediately prior to the effective time of the Reverse
Merger, Neurogene OpCo issued and sold, and the Investors purchased, 2,792,206 shares of Neurogene OpCo common stock and 1,811,739 pre-funded
warrants, exercisable for 1,811,739 shares of Neurogene OpCo common stock, at a purchase price of approximately $20.63 per share or $20.63 per warrant,
for an aggregate purchase price of approximately $95.0 million (the “Pre-Closing Financing”).

Closing of Private Placement

On November 5, 2024, we closed a private investment in public equity financing in which we sold 1,835,000 shares of common stock at a price of
$50.00 per share and, in lieu of shares of common stock, pre-funded warrants to purchase up to an aggregate of 2,165,042 shares of common stock, at a
purchase price of $49.999 per pre-funded warrant, to certain institutional accredited investors. The pre-funded warrants are immediately exercisable until
exercised in full at a price of $0.001 per share of common stock. The aggregate gross proceeds to the Company totaled approximately $200.0 million. Net
proceeds were approximately $189.5 million, after deducting placement agent fees and offering expenses.

Background

We were founded in 2018, and have devoted substantially all of our resources to conducting research and development activities (including with respect
to the NGN-401 and NGN-101 programs) and undertaking preclinical studies, establishing our manufacturing facility, conducting clinical trials and the
manufacturing of products used in our clinical trials and preclinical studies, business planning, developing and maintaining our intellectual property portfolio,
hiring personnel, raising capital, and providing general and administrative support for these activities.

Since our inception, we have funded our operations primarily with outside capital (e.g., proceeds from the sale of preferred stock and common stock)
and have raised aggregate net proceeds of approximately $521.9 million from these private placements. However, we have incurred significant recurring
losses, including a net loss of $75.1 million and $36.3 million for the years ended December 31, 2024 and 2023, respectively. In addition, as of December 31,
2024, we had an accumulated deficit of $262.3 million and cash, cash equivalents and short-term investments totaling $312.4 million. In order to continue our
operations, we must achieve profitable operations and/or obtain additional equity or debt financing. Until we achieve profitability, management plans to fund
our operations and capital expenditures with cash on hand and the sale and issuance of securities. There can be no assurance that we will be successful in
raising additional capital or that such capital, if available, will be on terms that are acceptable to us. If we are unable to raise sufficient additional capital, we
may be compelled to consider actions such as reducing the scope of our operations and planned capital expenditures or selling certain assets, including
intellectual property assets.

Our net losses may fluctuate significantly from quarter-to-quarter and year-to-year, depending on a variety of factors, including the timing, scope and
results of our research and development activities. Management expects that our expenses and capital requirements will increase substantially in connection
with our ongoing activities as we:

• advance the NGN-401 program through clinical development;

• advance discovery programs from preclinical development into and through clinical development;

• seek regulatory approvals for any product candidates that successfully complete clinical trials;

• establish sales, marketing and distribution infrastructure to commercialize any approved product candidates;

• establish a commercialization infrastructure and scale up internal and external manufacturing and distribution capabilities to commercialize any
product candidates for which we may obtain regulatory approval;

• expand clinical, scientific, management and administrative teams;

• maintain, expand, protect and enforce our intellectual property portfolio, including patents, trade secrets and know-how;

• implement operational, financial and management systems; and

• incur additional legal, accounting and other expenses related to operating as a public company.
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We do not have any products approved for commercial sale and have not generated any commercial revenue from product sales. Our ability to generate
product revenue sufficient to achieve and maintain profitability will depend upon the successful development and eventual commercialization of one or more
of our product candidates, which we expect, if it ever occurs, will take many years. We expect to spend a significant amount in development and marketing
costs prior to such time. We will therefore require substantial additional capital to develop our product candidates and support our continuing operations. We
may never succeed in achieving regulatory and marketing approval for our product candidates. We may obtain unexpected results from our preclinical and
clinical trials. In November 2024, we announced that the Company does not expect to move forward with the NGN-101 CLN5 Batten disease gene therapy
program at this time. Given the rarity of the disease, continued investment in the program was predicated on alignment on a streamlined registrational pathway
with the FDA. To support a streamlined pathway, we submitted an RMAT application to the FDA. Despite our belief that the application met the standard of
preliminary clinical evidence required to obtain an RMAT designation, the RMAT application was denied. We are currently evaluating options for the
program. We may in the future elect to discontinue, delay, or modify additional preclinical and clinical trials of our other product candidates. A change in the
outcome of any of these variables with respect to the development of a product candidate could mean a significant change in the costs and timing associated
with the development of that product candidate. Accordingly, until such time that we can generate a sufficient amount of revenue from product sales or other
sources, if ever, management expects to finance our operations through private or public equity or debt financings, loans or other capital sources, which could
include income from collaborations, partnerships or other marketing, distribution, licensing or other strategic arrangements with third parties, or from grants.
However, we may be unable to raise additional capital from these sources on favorable terms, or at all. Our failure to obtain sufficient capital on acceptable
terms when needed could have a material adverse effect on our business, results of operations or financial condition, including requiring us to delay, reduce or
curtail our research, product development or future commercialization efforts. We may also be required to license rights to product candidates at an earlier
stage of development or on less favorable terms than we would otherwise choose. Our management cannot provide assurance that we will ever generate
positive cash flow from operating activities. See “Liquidity and Capital Resources.”

In December 2020, we entered into the Master Research Collaboration (“MCA”) with the University Court of the University of Edinburgh to support
our pipeline development and expansion, and to accelerate scientific innovation to continue to improve upon conventional gene therapy. In November 2023,
the collaboration agreement was amended and extended through December 2026. The University of Edinburgh has a vibrant community of over 500
neuroscience researchers and is widely recognized as a preeminent center for neuroscience research, especially in areas of neurodegeneration and in
neurodevelopmental disorders, such as Rett syndrome. For example, researchers currently in neuroscience centers at the University of Edinburgh conducted
the seminal preclinical work for Rett syndrome, including discovery of the MeCP2 protein, its function as a transcriptional repressor, developing the first and
most widely adopted animal model of Rett syndrome, demonstrating for the first time the reversibility of phenotypes in any neurodevelopmental disorder as
well as the first ever preclinical gene therapy efforts in Rett syndrome. Under the terms of the agreement, we have the option to in-license product candidates
from Dr. Stuart Cobb’s laboratory, where he has a dual appointment as a Professor in Translational Neuroscience at the Patrick Wild Centre and the Centre for
Discovery Brain Sciences and serves as our Chief Scientific Officer. Dr. Cobb may be entitled to receive in the future a percentage of certain license-related
payments from Neurogene to the University of Edinburgh in accordance with the University of Edinburgh’s standard policies for professor inventors.

Our Team

Neurogene was founded in January 2018 by Dr. Rachel McMinn with the vision of harnessing the power of gene therapy to turn today’s devastating
neurological diseases into treatable conditions in the future. We have built a research and development engine through our research collaboration with the
University of Edinburgh, which has renowned expertise in neurodevelopmental disorders, and through the leadership of experienced management with
extensive expertise in gene therapy manufacturing, we have also developed chemistry manufacturing and controls (“CMC”) capabilities and established a fully
operational cGMP facility. We are led by a strong management team with deep operational and company building experience as well as significant expertise in
research and development in the fields of rare disease and genetic medicine. The members of our management team also provide leadership for certain key
functions that are required to develop and obtain regulatory approval for novel treatments, including clinical development and regulatory affairs. Our
management team has a deep background of experience in biopharmaceutical companies, including Amicus, AstraZeneca, Auspex, Avexis, Axovant, Cerevel
Therapeutics, Eli Lilly, Homology Medicines, ImClone Systems, Intercept Pharmaceuticals, Johnson and Johnson, Lonza, NPS Pharma, Pharmasset, and
Takeda. Together, our team has a track record in the discovery, development, and commercialization of multiple therapies for devastating disorders.
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Our Approach

We have a bold vision to harness the power of gene therapy together with our EXACT technology to turn today’s complex devastating neurological
diseases into treatable conditions. Fundamental to accomplishing this goal are three capabilities that provide us with important competitive advantages that we
believe support our disciplined product development approach and improve the probability of technical and regulatory success of our product candidates.

1. Our EXACT Technology. We developed the EXACT technology, in collaboration with the University of Edinburgh, with the goal of solving
the problem of variable transgene expression resulting from the inherent limitations we believe exist with conventional gene therapy. We believe our
EXACT technology has the potential to overcome this challenge by widening the otherwise narrow therapeutic window for transgene expression in
certain complex neurological diseases. The EXACT technology is predicted to be delivery agnostic and compatible with viral and non-viral delivery
platforms.

2. Optimal Drug Delivery Approaches to Treat CNS Disorders. We believe in utilizing the most optimal routes of administration to deliver our
product candidates which we believe will best target the underlying pathophysiology and biology of the disease. We rigorously study potential central
nervous system (“CNS”) indications and their underlying pathologies prior to choosing a candidate and deliberately choose what we believe is the
most appropriate route of administration to increase the probability of technical and regulatory success.

3. Scalable and Flexible Manufacturing. We believe that integrating in-house cGMP manufacturing capabilities enables superior oversight of
product quality and greater control of development timelines, allows for strategic pipeline flexibility, and promotes continuity in our process from
preclinical to clinical to commercial manufacturing in the future. Besides cGMP manufacturing, our core development capabilities include quality
control, process, analytical, and bioanalytical development labs with experienced teams. We believe that our in-house manufacturing capabilities also
possess the potential to avoid comparability challenges caused by the introduction of significant platform-based changes during the product
development phase that other gene therapy companies have encountered. We believe our in-house manufacturing also provides increased flexibility to
manufacture products more efficiently and more cost effectively.

Neurogene’s EXACT Technology Acts as a Genetic Thermostat

 
EXACT’s transgene control elements consist of an embedded non-mammalian miRNA, and its complementary recognition sites. This combination is

designed to avoid off-target gene regulation. The transgene and the miRNA are co-expressed from the same construct under the control of the same promoter.
Because the miRNA and recognition sites are fully complementary with no mismatches, the miRNA-bound transcripts are predicted to be rapidly destroyed,
limiting the number of available transgene mRNA copies. These remaining mRNA transcripts are then translated into transgene derived protein. Importantly,
the more transgene that is expressed in a given cell, the more miRNA that is produced simultaneously, leading to greater destruction of transcripts. This
relationship ultimately creates a genetic thermostat, which attenuates transgene expression, and thereby is designed to avoid the significant toxicity associated
with variable gene expression related to conventional gene therapy.

The non-mammalian miRNA regulatory element that is part of an EXACT gene circuit is designed to minimize affinity to human mRNAs, and thereby
avoid off-target gene regulation. We believe such construct design elements differentiate our EXACT technology from other miRNA mediated regulation
approaches. The EXACT technology is also predicted to be delivery agnostic and compatible with viral and non-viral delivery platforms.
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Using EXACT, we are advancing a pipeline of therapeutic programs intended to treat complex neurological disorders that we believe will not be suitable
for treatment with conventional gene therapy.

Our Pipeline

NGN-401

Our first clinical-stage program to utilize the EXACT platform is NGN-401, which is in development for the treatment of Rett syndrome, a disease with
a patient population that has a significant unmet need, and that ultimately progresses to substantial neurological and physical impairment and premature death.
NGN-401 is packaged in an adeno-associated virus 9 (“AAV9”) capsid. In preclinical studies, we assessed a single ICV administration of NGN-401 in
multiple preclinical models, including the male knockout mouse model for efficacy, the female Mecp2 mouse model for tolerability, and non-human primates
(“NHPs”) for biodistribution and toxicity.

Rett syndrome is an X-chromosome linked neurodevelopmental disorder caused by a pathogenic mutation in one copy of the MECP2 gene that leads to
deficiency of the MeCP2 protein in approximately 50% of cells. MeCP2 is a critical protein responsible for normal function in the brain and other parts of the
nervous system. Rett syndrome has an estimated global incidence of 1 in 10,000 females. In the United States, the prevalence of Rett syndrome is estimated to
be approximately 6,000 to 9,000 patients. The estimated prevalence in the European Union (“EU”) and select foreign countries is estimated in total to be
greater than in the United States. Rett syndrome in females is marked by several cardinal clinical features, including significant impairments in communication
(for example, an inability to communicate verbally or with their hands), gross and fine motor function, autonomic function, and a range of other disease
manifestations. While there is one treatment approved to treat Rett syndrome, there remains a significant unmet need for new treatment options that target the
root cause of the disease.

Rett syndrome as modeled in mice has been shown to be inducible and reversible, demonstrating that the MECP2 gene is critical throughout lifespan
and offering the prospect of disease reversibility in humans. However, gene replacement therapy is not straightforward for Rett syndrome because too little
MeCP2 causes Rett syndrome, while too much MeCP2 causes a similarly devastating disease known as MECP2 duplication syndrome. This MECP2 gene
sensitivity results in a narrow therapeutic window for gene therapy in Rett syndrome. Therefore, we believe the goal in developing a gene replacement therapy
for Rett syndrome is to supply enough MeCP2 to deficient cells, without causing toxicity to healthy cells. Achieving this goal requires precise control over the
level of MECP2 expression on a cell-by-cell basis. We designed EXACT with achieving this goal in mind, and have selected Rett syndrome as the indication
for our first EXACT product candidate.

EXACT Technology for Rett Syndrome

As shown in the left-hand panel above, an inherent limitation of AAV administration is that it produces variable levels of transduction across cells.
Despite this variability, our preclinical data demonstrate the potential of EXACT to normalize the levels of MeCP2 protein (middle panel). The right-hand
panel illustrates the aspiration of EXACT for Rett syndrome—to deliver transgene levels of functional MeCP2 that, when expressed on top of endogenous
levels, can be well tolerated, while simultaneously delivering a therapeutically relevant level of MeCP2 to deficient cells to allow for efficacy. We believe our
EXACT technology has the potential to overcome the limitations of the narrow therapeutic window for gene therapy in Rett syndrome and offers the
possibility of making gene replacement a viable modality to treat complex disorders such as Rett syndrome.
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NGN-401 Product Design

NGN-401 contains the EXACT regulatory elements shown above, which regulate the expression of the full-length human MECP2 gene. Expression is
driven by a mammalian promoter that has been used in gene therapy clinical trials. This genetic construct is packaged into an AAV9 capsid.

NGN-401 Preclinical Data in Rett Syndrome Mouse Models

The male knockout mouse is the gold standard for evaluating efficacy in Rett syndrome because it has a robust phenotype that expresses certain cardinal
features of Rett syndrome, including motor, gait, and breathing abnormalities. This model has a more severe disease course compared to human females with
Rett syndrome, because 100% of male mouse cells are MeCP2 deficient. In contrast, human females have MeCP2 deficiency in approximately 50% of cells,
due to a mosaic pattern of X-inactivation whereby the healthy MECP2 gene or the pathogenic gene is randomly selected to be silenced. Signs of disease in the
male mouse model have been documented in the early post-natal period, with mice beginning to die or reach the humane endpoint as early as four to five
weeks of life, with a median survival of approximately nine weeks.

In the preclinical study described above, male knockout mice were administered a one-time administration of NGN-401 in the early postnatal period
using an ICV procedure with either vehicle, or product doses of 1e11 or 3e11 vector genomes (“vg”) per mouse. The profile for NGN-401 in this mouse model
demonstrated a dose-dependent improvement in survival (shown in the left-hand panel above) with concomitant improvements in Rett syndrome-like
phenotypes compared to vehicle treated control animals.

To test tolerability, we evaluated the same doses of NGN-401 that demonstrated dose-dependent improvement in the male mouse model in a female
mouse model (shown in the right-hand panel above). These female mice are genotypically comparable to human female patients, allowing us to demonstrate
tolerability where approximately 50% of cells have normal levels of MeCP2 expression. NGN-401 (shown in green above) was well tolerated, with no
negative effects on survival. In comparison, when we conducted a similar experiment using conventional gene therapy (depicted in purple above), which we
refer to as “unregulated,” these mice experienced rapid toxicity and died or reached the humane endpoint within two to three weeks. These deaths were
associated with significant overexpression of MeCP2, demonstrating the importance of controlling MECP2 transgene expression to provide tolerable protein
levels, which we believe the EXACT technology is able to accomplish.
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In the male knockout mouse model, phenotypic improvement was measured using an observational scoring system evaluating six disease phenotypes
(referred to as the “RTT Score”). The aggregate observational score, shown in the left panel above, was improved with NGN-401 treatment, with the greatest
amelioration of symptoms observed in translationally relevant domains of mobility, gait, and breathing (shown in the top right panel above).

NGN-401 Preclinical Wild-Type Non-Human Primate 30-day Data

In an NHP study shown in the figure above, we evaluated NGN-401 and unregulated conventional gene therapy constructs that do not contain EXACT
regulatory elements. The first NHP study was a 30-day expression and tolerability study, comparing the same doses of NGN-401 to the unregulated control.
Results from this study show tight mRNA expression levels of NGN-401, with greater and more variable expression for the unregulated vector.
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* Regulated includes NGN-401 and another EXACT vector; data at 30 days - 13 weeks

NCV: nerve conduction velocity

We assessed peripheral nerve conduction velocity in NHPs treated with EXACT-regulated and unregulated constructs. Animals treated with unregulated
construct showed a high overall penetrance (5 of 6 animals) of relevant slowing or complete loss of sural nerve function. In contrast, a low incidence (2 of 15
animals) of relevant sural NCV slowing was observed in animals treated with regulated vectors (NGN-401 and a second EXACT regulated vector). The
absence of sural nerve conduction in the unregulated construct group was observed at 1 month post dosing and was considered adverse while all other findings
indicated low incidence of minor or moderate impact on the respective nerve function. These remained within physiologically functional parameters with both
constructs.

We also evaluated vector biodistribution and MECP2 mRNA for NGN-401 treated animals to assess how biodistribution and expression maps to key
brain regions underlying Rett syndrome pathobiology in NHPs. We found that NGN-401 viral biodistribution tracks to key areas of the brain and spinal cord
that underlie cardinal features of Rett syndrome, including speech, motor and autonomic function (shown in the left-hand panel above). In addition, we
observed significant levels of transgene-derived MECP2 mRNA in key brain regions (shown in the right-hand panel above), supporting the prospect for
therapeutic relevance to cardinal features of human disease and is consistent with the phenotypic improvements observed in the male knockout mouse model.
We also observed that MECP2 mRNA levels derived from NGN-401 were below endogenous wild type NHP MECP2 levels, underscoring the potential safety
profile of dampened MECP2 expression in these animals.
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In a second NHP study, we conducted a Good Laboratory Practice (“GLP”) toxicology study with cohorts at two doses with endpoints at three and six
months. This study evaluated a >4x safety margin from our starting clinical dose. There were no observations consistent with the signs associated with MeCP2
overexpression. We observed a typical profile for AAV9 administered product, with minimal to slight microscopic findings in the dorsal root ganglion
(“DRG”), spinal cord, brain, and peripheral nerves. Despite these microscopic findings, no clinical observations indicative of neurological deficits were noted,
and no functional correlates were noted in the electrophysiological data. In the >4x dose, one out of six NHPs had a loss of sural nerve conduction as measured
by nerve conduction study, and one of six NHPs showed relevant NCV slowing at the low dose. Given the low incidence of axonopathy, which was limited to
a single sensory nerve (sural), and the absence of any other neuropathies, the findings in this GLP study were considered unlikely to be related to a test article
effect.

Early transient aminotransferase elevations were also observed, which returned to baseline or near baseline values within approximately the first three
weeks following NGN-401 administration and prednisolone prophylaxis, without the need for additional immunosuppression. Based on these findings, the
high dose cohort was considered the no-observed adverse effect level (“NOAEL”). Both of these observations (liver and DRG) are commonly observed in
NHP models with AAV administration. While liver enzyme elevations have been connected with liver toxicity for certain gene therapy products in humans,
these findings are typically resolved in humans without clinical sequalae.

NGN-401 Phase 1/2 Clinical Trial

We are conducting a Phase 1/2 open-label, multi-center clinical trial of NGN-401 gene therapy for the treatment of female patients with classic Rett
syndrome that is assessing the safety, tolerability, and efficacy of NGN-401 at a dose of 1E15 vg in eight participants ages 4-10 years old and in a pilot of three
older participants of ages 11 years and older. Clinical grade NGN-401 was manufactured at our manufacturing facility and is being used for dosing in the
Phase 1/2 clinical trial. NGN-401 is delivered using a one-time ICV procedure, which we believe is the most suitable route of administration to achieve
optimal biodistribution in key regions of the brain and other parts of the nervous system underlying Rett syndrome pathophysiology.

The NGN-401 clinical trial has been initiated in three regions— the United States, the United Kingdom (“UK”) and Australia, after clearance of our
Investigational New Drug (“IND”) application by the U.S. Food and Drug Administration (“FDA”) in January 2023, the clearance of the clinical trial
application by the UK Medicines and Healthcare Products Regulatory Agency in January 2024, and acknowledgement from the Australian Therapeutic Goods
Administration and approval from the Human Research Ethics Committee in May 2024. Participants have been dosed in all three regions.

On November 11, 2024, we announced positive interim efficacy clinical data in participants receiving the 1E15 vg dose (n=4 for efficacy data; n=5 for
safety data) from the Phase 1/2 clinical trial with a data cut-off date of October 17, 2024.

The baseline demographics of the first five participants who received the 1E15 vg dose NGN-401 include:

CGI-S = Clinician Global Impression-Severity
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Consistent, concordant and durable improvements were observed as measured from baseline across multiple Rett syndrome clinical assessments.
Participants also achieved meaningful gains of skills and developmental milestones in hand function, gross motor, and communication, all of which are core
clinical domains of Rett syndrome. These gains of skills and developmental milestones are not expected to occur when compared and contextualized against
the natural history of Rett syndrome. Additionally, objective improvements in autonomic function were recorded.

Improvements were observed in the following:

__________________

*Each participant achieved a 2-point improvement or “much improved” from baseline.

CGI-I = Clinician Global Impression-Improvement; CGI-S = Clinician Global Impression-Severity; RSBQ = Rett Syndrome Behavior Questionnaire

We also announced safety and tolerability data from the Phase 1/2 clinical trial as of the data cut-off date of October 17, 2024. We believe that NGN-401
has been generally well-tolerated at the 1E15 vg dose. There continue to be no signs or symptoms indicating MeCP2 overexpression toxicity. We continue to
expect to provide an update on safety and efficacy data in the second half of 2025, and therefore we do not plan to share interim data updates from the trial
before that time.

In November 2024,we announced that post-data cut-off date of October 17, 2024, the third participant receiving a 3E15 vg dose of NGN-401 (high dose)
in the trial died following complications from a rare hyperinflammatory syndrome associated with systemic exposure to high doses of AAV.
Hyperinflammatory syndromes can include hemophagocytic lymphohistiocytosis (“HLH”) and multisystem inflammatory syndrome. Based on research we
conducted related to hyperinflammatory syndromes and AAV gene therapy, HLH has only been reported following doses of AAV that are generally in the
1E14 vg/kg range or higher. The 1E15 vg dose level we are moving forward in the trial translates into the E13 vg/kg range, and we are not aware of any case
of HLH ever being reported at this dose level.

In November 2024, we also shared that we have gained alignment with the FDA on our potency assay strategy and CMC scale-up planning for the
program. We expect to share information about our registration trial study in the first half of 2025 and to announce additional Phase 1/2 clinical data in the
second half of 2025.

In December 2024, we updated the Phase 1/2 protocol to remove the 3E15 vg dose from the trial and are currently enrolling participants at the 1E15vg
dose. Despite our research related to hyperinflammatory syndromes and AAV gene therapy showing that HLH has only been reported following doses of
systemic AAV that are higher than the 1E15 vg dose level, in an abundance of caution, we have incorporated into our protocol additional monitoring for
markers using the HLH diagnostic criteria, such as ferritin, and a treatment algorithm. When administered early, this treatment algorithm has been used
successfully to treat cases of HLH both in AAV gene therapy and other known causes of HLH.
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In June 2024, we announced that NGN-401 was one of four sponsors selected by the Center for Biologics Evaluation and Research at the FDA to
participate in the FDA’s Support for clinical Trials Advancing Rare disease Therapeutics (“START”) Pilot Program based on potential for clinical benefits and
clinical development program readiness. As part of the START Program, we have opportunities for enhanced communications with the FDA, with the aim to
further accelerate the pace of NGN-401’s development. These opportunities are designed to provide frequent advice and regular ad-hoc conversations to
address product-specific development issues, including, but not limited to, clinical study design, choice of control group and fine-tuning the choice of patient
population. In August 2024, we announced that NGN-401 also received RMAT designation from the FDA. RMAT designation is granted for regenerative
medicines intended to treat, modify, reverse, or cure a serious or life-threatening disease or condition, and with preliminary clinical evidence that indicates that
the drug has the potential to address unmet medical needs. Benefits of the RMAT designation program include all the benefits of Fast Track and Breakthrough
Therapy designation programs, including early and frequent communications with FDA senior managers, intensive guidance on efficient drug development
and eligibility for an Accelerated Approval pathway and Priority Review. In March 2025, we announced that NGN-401 received Priority Medicines (PRIME)
designation by the European Medicines Agency (EMA). Medicines are eligible for PRIME if they demonstrate the potential to address an unmet medical need
by showing a meaningful improvement of clinical outcomes.

EXACT Discovery Pipeline

We have a skilled team of scientists, both internally and in conjunction with our collaboration with the University of Edinburgh, with extensive gene
therapy experience. Our team is focused on expanding our transgene regulation pipeline and leveraging EXACT beyond its NGN-401 clinical candidate for
Rett syndrome. We believe that our EXACT platform has broad applicability in complex neurological diseases not otherwise easily addressable by
conventional gene therapy. In addition to our Rett syndrome program, we have multiple programs in the discovery stage.

NGN-101

NGN-101 is our non-EXACT, conventional gene therapy development candidate for the treatment of CLN5 Batten disease, designed to deliver the
CLN5 gene and packaged in an AAV9 capsid. We have completed enrollment in a Phase 1/2 clinical trial for NGN-101 using a dual route of administration to
deliver NGN-101 via single ICV and intravitreal (“IVT”) administrations to treat the neurogenerative and ocular disease manifestations of Batten in pediatric
patients between the age of three and nine years old who have a confirmed genetic diagnosis of CLN5 Batten disease. In November 2024, we announced that
the Company does not expect to move forward with the NGN-101 CLN5 Batten disease gene therapy program at this time. Given the rarity of the disease,
continued investment in the program was predicated on alignment on a streamlined registrational pathway with the FDA. To support a streamlined pathway,
we submitted an RMAT application to the FDA. Despite our belief that we met the standard of preliminary clinical evidence required to obtain an RMAT
designation, the RMAT application was denied. We are currently evaluating options for the program.

 

 
In preclinical studies, we assessed a single ICV administration, a single IVT administration, and the combination of ICV and IVT dosing of NGN-101 in

a CLN5 Batten sheep model for efficacy and NHPs for biodistribution and toxicity.

Batten disease is a family of rare neurodegenerative diseases caused by pathogenic changes in one of a series of genes that results in the accumulation of
toxic deposits across multiple organ systems. CLN5 Batten disease is a rare, pediatric-onset and rapidly progressive condition caused by a pathogenic mutation
in the CLN5 gene, leading to loss of function. It is characterized by loss of vision, seizures, and progressive decline in intellectual and motor capabilities
beginning in childhood, leading to substantial impairments and early mortality. The incidence of Batten disease in estimated to be 1:100,000, with CLN5
Batten disease a small subset.

Currently, CLN5 Batten disease has no approved disease-specific treatment options.
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Preclinical CLN5 Data in Sheep Disease Model

There is a naturally occurring Borderdale sheep model that is deficient in the CLN5 protein and shows several of the symptoms found in human CLN5
Batten disease, including progressive vision loss, motor and gait abnormalities, and premature death. These animals typically reach the humane endpoint by
16-19 months, with a maximal life expectancy of 22 months. A clinical scoring system was developed by Lincoln University comprising 10 physical domains
to evaluate the disease phenotype of these sheep, although only six domains developed a progressive change over time in the disease model. Data for a
modified ovine Batten disease rating scale, consisting of the cumulative score of these six domains, are shown below, with a score of 24 reflecting a
phenotypically normal animal.

In our preclinical study, sheep were administered a one-time IVT administration alone, ICV administration alone, or combination of IVT and ICV
administration of an AAV9 vector containing an ovine version of the CLN5 transgene (AAV9/oCLN5). AAV9/oCLN5 slowed or halted key features of disease
progression in the naturally occurring CLN5-deficient sheep model. While IVT administration alone preserved retinal layers within the eye, sheep ultimately
succumbed to neurological disease and did not experience a survival benefit. In comparison, ICV administration alone significantly extended survival, but
sheep experienced vision loss and blindness and subsequently experienced loss of function in other domains. Animals treated with concurrent administration
employing both ICV and IVT routes of delivery experienced the most robust survival and phenotypic benefits, including preservation of translationally
relevant phenotypes—visual and motor function.

 
Animals that received AAV9/oCLN5 at either an early symptomatic (six months of age) or advanced symptomatic (nine months of age) disease state

exhibited delayed disease progression and stabilized clinical function, demonstrated above in the clinical scoring data. AAV9/oCLN5 treatment preserved
vision in the treated eye and mitigated declines in body weight, intracranial volume, and retinal function, as well as ameliorated brain and retinal pathology.
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We conducted an additional study (shown above) in the ovine model of CLN5 disease to evaluate an approximately 4x higher ICV dose of
AAV9/oCLN5 administered at an early symptomatic disease stage (six months of age), as well as to further explore IVT dosing. Data in this preclinical model
demonstrated that the 4x higher ICV dose of AAV9/oCLN5 along with a modest IVT dose increase was generally well tolerated in this disease model and
demonstrated an improved therapeutic effect as compared to the cohort of ovine animals receiving a similar ICV dose as previously tested, and approximately
only 30% of the IVT dose. These data provided additional support for our clinical strategy for dose escalation in our ongoing Phase 1/2 clinical trial of NGN-
101.

Bridging Sheep Study Comparing Ovine and Human CLN5 Transgene Administration

We also conducted a bridging sheep efficacy study that compared equivalent doses of AAV9/oCLN5 to NGN-101, the clinical product candidate
containing the human CLN5 transgene. Based on the results of this study, we found the phenotypical improvements observed in the CLN5 knockout sheep
were similar between the two transgenes.

We conducted a GLP toxicology and biodistribution study with NGN-101 in NHPs with three- and six-month timepoints. NGN-101 was generally well-
tolerated in this study. Non-adverse transient aminotransferase elevations were observed, which were not associated with anatomic pathology findings. In
addition, one animal inadvertently dosed with a two-fold higher dose than our highest planned IVT clinical dose experienced a moderately severe intraocular
inflammatory response, which subsided with anti-inflammatory treatment. Based on these findings, the high dose cohort was considered the NOAEL.

Utilizing Optimal Drug Delivery to Treat CNS Disorders

To increase the probability of technical and regulatory success, we believe in utilizing the most optimal route of administration for AAV9 that best
targets the underlying pathophysiology and biology of the disease.
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The pathobiology of both Rett syndrome and CLN5 Batten disease involves structures across the nervous system. Therefore, it was critical to us to
evaluate the optimal route of administration to achieve broad AAV9 distribution to key regions relevant for disease. To better appreciate each route of
administration and to take a rational approach to choosing the optimal route of administration for our programs, we conducted a one-month study to evaluate a
single total dose of an AAV9 vector containing a human CLN5 transgene comparing multiple routes of administration in NHPs. Shown above are vector
genome biodistribution data specifically for unilateral ICV and intrathecal lumbar (“IT-L”) delivery. ICV administration, shown in green, demonstrated broad
biodistribution throughout the brain and spinal cord. When compared to IT-L delivery (shown in red above), ICV delivery achieved distribution that was
significantly better to key areas of the nervous system underlying Rett syndrome and CLN5 Batten disease pathology. These areas include the cortex,
hippocampus, and areas of the brain stem (pons and medulla). These data supported the selection of the ICV route of administration for the NGN-401 and
NGN-101 programs.

Intellectual Property

We actively seek to protect our proprietary technology, inventions, and other intellectual property that is commercially important to the development of
our business by a variety of means, including seeking, maintaining, and defending patent rights, whether developed internally or licensed from third parties. In
particular, our patent strategy includes the filing of patent applications covering regulatory elements embodied by our EXACT technology and our unique gene
sequences. We also may rely on trade secrets and know-how relating to our proprietary technology platform, including our EXACT platform technology, on
continuing technological innovation and on in-licensing opportunities that may be important for the development of our business to develop, strengthen and
maintain the strength of our position in the field of gene therapy. We also intend to seek patent protection or rely upon trade secret rights to protect other
technologies that we may use to discover and validate targets, and that we may use to manufacture and develop novel gene therapy products. We are a party to
license agreements that give us rights to use specific technologies in our gene therapy products and in manufacturing our products. Additional regulatory
protection may also be afforded through data exclusivity, market exclusivity and patent term extensions where available.

As of December 31, 2024, Neurogene licenses 29 patent applications, including Patent Cooperation Treaty, U.S., and international patent applications as
described below. Our policy is to file patent applications to protect technology, inventions and improvements to inventions that may be commercially
important to the development of our business. Patent applications and patents directed to specific product candidates are summarized below:

EXACT Technology

We in-license from the University of Edinburgh 12 pending patent applications worldwide directed to regulatory control of transgene expression
(including composition of matter, use, and process of making the therapeutic products). Any patents based on these applications, if issued, are expected to
expire in 2041, without taking into account any possible patent term adjustment, regulatory extensions, or terminal disclaimers, and assuming payment of all
annuities and/or maintenance fees.
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NGN-401 for Rett Syndrome

We also in-license from the University of Edinburgh 12 pending patent applications worldwide directed to recombinant MECP2 therapeutic constructs
and methods for treating Rett syndrome and related conditions (including composition of matter, use, and process of making the therapeutic products). Any
patents based on this application, if issued, are expected to expire in 2043, without taking into account any possible patent term adjustment, regulatory
extensions, or terminal disclaimers, and assuming payment of all annuities and/or maintenance fees.

Individual patents extend for varying periods depending on the date of filing of the patent application or the date of patent issuance and the legal term of
patents in the countries in which they are obtained. Generally, patents issued for regularly-filed applications in the U.S. are effective for 20 years from the
earliest effective non-provisional filing date. In addition, in certain instances, a patent term can be extended to recapture a portion of the U.S. Patent and
Trademark Office’s delay in issuing the patent as well as a portion of the term effectively lost as a result of the FDA regulatory review period. However, as to
the FDA component, the restoration period cannot be longer than five years and the total patent term including the restoration period must not exceed 14 years
following FDA approval. The duration of foreign patents varies in accordance with provisions of applicable local law, but typically is also 20 years from the
earliest effective filing date. The actual protection afforded by a patent varies on a product-by-product basis, from country to country, and depends upon many
factors, including the type of patent, the scope of its coverage, the availability of regulatory-related extensions, the availability of legal remedies in a particular
country and the validity and enforceability of the patent.

We also protect our trade secrets and other proprietary technology and processes, in part, by confidentiality and invention assignment agreements with
our employees, consultants, scientific advisors and other contractors. These agreements may be breached, and we may not have adequate remedies for breach.
In addition, our trade secrets may otherwise become known or be independently discovered by competitors. To the extent that our employees, consultants,
scientific advisors, or other contractors use intellectual property owned by others in their work for us, disputes may arise as to the rights in related or resulting
know-how and inventions.

Our commercial success will also depend in part on not infringing the proprietary rights of third parties. It is uncertain whether the issuance of any third-
party patent would require us to alter our development or commercial strategies, alter our drugs or processes, obtain licenses, or cease certain activities. Our
breach of any license agreements or failure to obtain a license to proprietary rights that we may require to develop or commercialize our future drugs may have
a material adverse impact on our business, operations and financial condition.

Employees and Human Capital Resources

Our Values

Neurogene was founded on a passionate belief that innovation in gene therapy can bring treatment options to patients with complex neurological
diseases—patients who are waiting with unmet needs and often overlooked. Our behaviors reflect our values and encompass how our teams work together
with open minds, reimagining the future and advocating for patients and families to achieve our mission. Our vision is to turn devastating neurological
diseases into treatable conditions and improve the lives of patients and their families. We are focused on building a corporate culture that nurtures innovation,
creative problem solving and a strong sense of purpose with patient and caregiver mindsets at the forefront. Our core values include:

• Patients and Families are Waiting: We do what is right for our patients, our teams and our community

• It’s Better Together: We are passionate about our work, our colleagues and our patients, caregivers and families

• Keep an Open Mind: We actively listen to and value diverse opinions

• Reimagine the Future: We drive, innovate, take balanced risks and advance therapies with a sense of urgency

We seek to prioritize employee development and align employees’ goals with our vision, mission, and overall strategic direction. Our human capital
resources objectives include, as applicable, identifying, recruiting, retaining, incentivizing and integrating our existing and additional employees. The principal
purposes of our equity incentive plans are to attract, retain and motivate selected employees, consultants and directors through the granting of stock-based
compensation awards and cash-based performance bonus awards, in order to align such individuals’ goals with increasing stockholder value and the success of
Neurogene.

As of March 20, 2025, we had 107 employees, all of whom were employed full time and 81 of whom were engaged in research, development and
technical operations activities. 26 of our employees hold Ph.D. or M.D. degrees. None of our employees are represented by a labor union or covered under a
collective bargaining agreement. We consider our relationship with our employees to be good.
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Commercial

Should any of our product candidates be approved for commercialization, we intend to develop a plan to commercialize them in the U.S. and other key
markets, through internal infrastructure and/or external partnerships in a manner that will enable us to realize the full commercial value of our programs.
Given the company’s stage of development, we have not yet established a commercial organization or distribution capabilities. We currently hold worldwide
development and commercialization rights, including through exclusive licenses, to all of our product candidates.

Manufacturing

Our fully-operational, cGMP manufacturing facility is located in Houston, Texas, and includes process and analytical development labs. The site is
approximately 42,000 square feet, with 6,000 square feet of cleanroom space dedicated to cGMP production of clinical product. Our manufacturing facility is
also designed for commercial-grade drug product in the future (if regulatory approval is obtained). The facility includes our experienced team of
approximately 60 employees that support process development, analytical development, quality assurance, quality control, manufacturing, supply chain, and
maintenance. In addition to our process and analytical development capabilities, we have established a bioanalytical group that allows us to analyze vector
biodistribution, mRNA expression, and protein expression from in-vivo preclinical studies. We believe this internal capability provides us with a lower cost
structure and greater control over timelines driven by execution of our corporate priorities through dedicated oversight by our employees. We have produced
nonclinical material to support our preclinical studies, including product candidates manufactured for use for IND-enabling studies, as well as clinical-grade
material used in our Phase 1/2 clinical trial of NGN-401 for Rett Syndrome.

We believe that our in-house manufacturing capabilities enable us to control product quality and development timelines, allow for strategic pipeline
flexibility, and provide us with continuity in our process from preclinical to clinical to commercial manufacturing in the future (if regulatory approval is
obtained). With in-house manufacturing capabilities designed to transition from preclinical to clinical-stage trials, beginning with NGN-401 for the treatment
of Rett syndrome, we believe we are well positioned to avoid future product comparability challenges that other gene therapy companies have faced. NGN-
401 has been successfully manufactured at our manufacturing facility and clinical-grade product is available for dosing in our ongoing Phase 1/2 clinical trial
for females with Rett syndrome that is currently enrolling patients. We expect to manufacture in our facility subsequent cGMP campaigns for NGN-401, in
addition to those for our early discovery pipeline. We believe internalizing our manufacturing capabilities has two significant financial advantages: (1) it
provides us with the potential to have maximum flexibility to manufacture product candidates at a reduced cost and (2) it affords us greater control over CMC
investments as programs progress through development.

The manufacturing facility is designed to be flexible, scalable, and a multi-product facility that can support two major scalable AAV production
processes: transient transfection process using mammalian cells (HEK293) and an insect cell (Sf9) baculovirus based AAV production system. The processing
suites are fitted with equipment that supports single-use technology, which we believe reduces the risk of cross-contamination and allows for multiple products
to be manufactured utilizing either process. In addition, we designed the fill-finish suite to allow for final product to be vialed in-house. AAV9 vector intended
for IND-enabling studies is generated utilizing the same platform process (either HEK293 or Sf9 based) that is expected to be used in the clinic up to a 50L
scale in our process development labs. Based on current program needs, the cGMP platform processes are executed at a 200L scale, and we expect to scale up
our manufacturing to support anticipated commercial demand.

Competition

The biotechnology and pharmaceutical industries generally, and the gene therapy field specifically, are characterized by rapid evolution of technologies,
competition and strong defense of intellectual property. Any product candidates that we develop and commercialize will face competition from existing
therapies and new therapies that may become available in the future. While we believe our products, technology, scientific knowledge, talent and
manufacturing capabilities differentiate us and provide us with competitive advantages, we face competition from other biotechnology companies,
pharmaceutical and specialty pharmaceutical companies, as well as academic institutions. Our ability to compete will significantly depend upon our ability to
complete necessary clinical trials and regulatory approval processes, and effectively market any drug that we may successfully develop.
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While no disease-modifying therapies are currently available on the market for the treatment of Rett syndrome, we are aware of several companies that
are in clinical or preclinical stages of developing gene therapies for the treatment of this disease. Taysha Gene Therapies, Inc. has a clinical-stage gene therapy
program for the treatment of Rett syndrome. Stoke Therapeutics, Inc., in partnership with Acadia Pharmaceuticals Inc. (“Acadia”), and Alcyone Therapeutics,
Inc. have disclosed the existence of early preclinical or discovery-stage gene therapy programs for the treatment of Rett syndrome. In July 2023, Acadia
announced the acquisition of worldwide rights to NNZ-2591 for Rett syndrome, which is an investigational synthetic analogue of cyclo-glycyl-proline being
developed in several neurodevelopmental syndromes.

DAYBUE (trofinetide) was approved by the FDA in March 2023 and by Health Canada in October 2024 and is a commercially available treatment in
the U.S. and Canada from Acadia for the treatment of Rett syndrome in adults and pediatric patients two years and older. Additionally, Acadia has acquired
ex-North American rights to trofinetide and has submitted a Marketing Authorization Application (“MAA”) to the European Medicines Agency (“EMA”) and
announced plans to seek approval for trofinetide in Asia and other regions in the future. However, we do not view trofinetide as directly competitive to our
product candidate given the distinct mechanism of action of NGN-401, which we believe addresses the root cause of disease by replacing the missing protein.

The primary competitive factors that will affect the commercial success of any product candidate for which we may receive marketing approval include
the efficacy, safety and tolerability profile, dosing convenience, price, coverage, reimbursement and public opinion. Some of our existing or potential
competitors have substantially greater financial, technical and human resources than we do and significantly greater experience in the discovery and
development of product candidates, as well as in obtaining regulatory approvals of those product candidates in the U.S. and in foreign countries. Some of our
current and potential future competitors also have significantly more experience commercializing drugs that have been approved for marketing. Further,
mergers, acquisitions and collaborations or partnerships in the biopharmaceutical industry could result in even more resources being concentrated among a
small number of our competitors.

Accordingly, competitors may be more successful than us in obtaining regulatory approval for therapies and in achieving widespread market acceptance
of their drugs. It is also possible that the development of a cure or more effective treatment method for any of our targeted indications by a competitor could
render our product candidate non-competitive or obsolete, or reduce the demand for our product candidate before we can recover our development and
commercialization expenses.

License Agreements

License Agreement with The University of Edinburgh

In January 2020, we entered into an Option Agreement (the “Edinburgh Option Agreement”) with the University Court of the University of Edinburgh
(“University of Edinburgh”) for an option to license certain patents covering the EXACT technology (the “Licensed Technology”). To secure the option, we
were solely required to pay the costs associated with the filing, preparing, prosecution and maintenance of the patents covering the Licensed Technology
during the option period. No other payments were payable under the Edinburgh Option Agreement. We subsequently exercised the option under the Edinburgh
Option Agreement and in December 2020 entered into the MCA with the University of Edinburgh which superseded the Edinburgh Option Agreement.

Under the MCA, Neurogene and the University of Edinburgh agreed to collaborate on certain research and development projects (“Projects”), and we
agreed to provide funding for such Projects for an initial term of 40 months, which term was extended in November 2023 for an additional 33 months to
December 2026 and may be further extended by mutual agreement. In exchange for such funding, the University of Edinburgh granted us the option to
exclusively license any intellectual property arising from such Projects. If we exercise an exclusive option for a particular Project, we will enter into a separate
exclusive license agreement on its own terms with the University of Edinburgh. Under the MCA, we are obligated to pay semi-annual installment payments
relating to funding of costs for personnel and lab consumables for the funding term of the MCA, through December 2026. Either party may terminate the
MCA for convenience upon 90 days’ notice. If we were to terminate the MCA, we would be responsible for all non-cancellable costs and commitments related
to any particular Project and any and all funding costs for any person working on such Project.
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In March 2022, we exercised our option under the MCA with respect to certain Projects, and entered into a License Agreement (the “March 2022
Edinburgh License Agreement”) with University of Edinburgh, pursuant to which we license certain patents and know-how related to the EXACT technology
and optimized MECP2 cassettes on an exclusive basis. Under the March 2022 Edinburgh License Agreement, we obtained an exclusive, worldwide license to
the licensed patents to develop, manufacture, supply, sell, and commercialize any products that utilize the licensed patents (the “Licensed Products”) in
exchange for low single-digit percentage royalties on future commercial net sales of the Licensed Products. Royalties are payable on a Licensed Product-by-
Licensed Product and country-by-country basis until the latest of the expiration of the last licensed patent covering such Licensed Product in the country where
the Licensed Product is sold, or, if no licensed patent exists or has expired in such country, then ten years from first commercial sale of such Licensed Product
in such country (the “Royalty Term”). The term of the March 2022 Edinburgh License Agreement continues until the end of the Royalty Term and the
expiration of all of the payment obligations under that license. We may terminate the March 2022 Edinburgh License Agreement for convenience upon 90
days’ notice. In connection with the license, we are also obligated to pay the University of Edinburgh up to $5.25 million in regulatory-related milestones and
up to $25 million in sales-related milestones based on annual net sales of Licensed Products in excess of defined thresholds.

License Agreement with Virovek

In September 2020, we entered into a Non-Exclusive License Agreement with Virovek, Inc., pursuant to which we have a license to use certain patents
and know-how on a non-exclusive basis related to our baculovirus process in exchange for low single-digit percentage royalties on future commercial net sales
of each product using the baculovirus process, development milestone payments of up to $200,000 in the aggregate, and a nonrefundable annual license fee.
This agreement continues until the later of (a) the expiration of the last to expire patent right that covers the manufacture, use, offer for sale, sale, importation,
export or supply of any licensed product, (b) ten years after the first commercial sale of any licensed product, or (c) the expiration of all regulatory or market
exclusivities. We may terminate this agreement for convenience upon 60 days’ notice.

License Agreement with Sigma-Aldrich Co

In January 2023, we entered into a Non-Exclusive License Agreement with Sigma-Aldrich Co. LLC, pursuant to which we have a license to certain
patents and know-how on a non-exclusive basis related to certain cell lines used in our baculovirus process in exchange for a small annual fee on a product-by-
product basis, payable once the first product candidate enters the clinic. In addition, on a product-by-product basis, we are obligated to pay up to $2.5 million
in the aggregate for development-related milestones. This agreement remains in force for as long as we continue to possess and use the licensed technology.
We may terminate this agreement for convenience upon 60 days’ notice.

License Agreement with Stanford

In August 2024, we entered into a Nonexclusive License Agreement with the Board of Trustees of Leland Stanford Junior University to license, on a non-
exclusive basis, certain biological materials used by the Company in the manufacturing process of Neurogene’s product candidates, including NGN-401. Over
the 10 year term of the Stanford License Agreement, the Company is obligated to pay up to $0.5 million in licensing fees. We may terminate this agreement
for convenience upon 30 days’ notice.

Government Regulation

The FDA and other regulatory authorities at federal, state and local levels, as well as in foreign countries, extensively regulate, among other things, the
research, development, testing, manufacture, quality control, import, export, safety, effectiveness, labeling, packaging, storage, distribution, record keeping,
approval, advertising, promotion, marketing, post-approval monitoring and post-approval reporting of biological products (“biologics”), such as those we are
developing. We, along with our third-party contractors, will be required to navigate the various preclinical, clinical and commercial approval requirements of
the governing regulatory agencies of the countries in which we wish to conduct studies or seek approval or licensure of our product candidates. Generally,
before a new therapeutic product can be marketed, considerable data demonstrating a biological product candidate’s quality, safety, purity and potency, or a
small molecule drug candidate’s quality, safety and efficacy, must be obtained, organized into a format specific for each regulatory authority, submitted for
review and approved by the regulatory authority. For biological product candidates, potency is similar to efficacy and is interpreted to mean the specific ability
or capacity of the product, as indicated by appropriate laboratory tests or by adequately controlled clinical data obtained through the administration of the
product in the manner intended, to effect a given result.
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Failure to comply with the applicable U.S. requirements at any time during the product development process, approval process or post-marketing may
subject an applicant to administrative or judicial sanctions. These sanctions could include, among other actions, the FDA’s refusal to approve pending
applications from the sponsor, withdrawal of an approval, a clinical hold, untitled or warning letters, product recalls or market withdrawals, product seizures,
total or partial suspension of production or distribution, injunctions, fines, refusals of government contracts, restitution, disgorgement and civil or criminal
penalties. Any agency or judicial enforcement action could have a material adverse effect on our company and our products or product candidates.

U.S. Biologics Regulation

In the United States, biological products are subject to regulation under the Federal Food, Drug, and Cosmetic Act (“FDCA”) and the Public Health
Service Act (“PHSA”) and other federal, state, local, and foreign statutes and regulations. The process of obtaining regulatory approvals and the subsequent
compliance with appropriate federal, state, and local statutes and regulations requires the expenditure of substantial time and financial resources. Failure to
comply with the applicable U.S. requirements at any time during the product development process, approval process or following approval may subject an
applicant to administrative action and judicial sanctions. The process required by the FDA before biologic product candidates may be marketed in the United
States generally involves the following:

• completion of preclinical laboratory tests and animal studies performed in accordance with the FDA’s current Good Laboratory Practices (“GLP”)
regulation;

• submission to the FDA of an IND, which must become effective before clinical trials may begin and must be updated annually or when significant
changes are made;

• approval by an independent institutional review board (“IRB”), or ethics committee at each clinical site before the trial is commenced;

• manufacture of the proposed biologic candidate in accordance with current good manufacturing practices (“cGMPs”);

• performance of adequate and well-controlled human clinical trials in accordance with Good Clinical Practice (“GCP”) requirements and to establish
the safety, purity and potency of the proposed biologic product candidate for its intended purpose;

• preparation of and submission to the FDA of a biologics license application (“BLA”), after completion of pivotal clinical trials;

• satisfactory completion of an FDA Advisory Committee review, if applicable;

• a determination by the FDA within 60 days of its receipt of a BLA to file the application for review;

• satisfactory completion of an FDA pre-approval inspection of the manufacturing facility or facilities at which the proposed product is produced to
assess compliance with cGMPs, and to assure that the facilities, methods and controls are adequate to preserve the biological product’s continued
safety, purity and potency, and of selected clinical investigation sites to assess compliance with GCPs; and

• FDA review and approval of a BLA to permit commercial marketing of the product for particular indications for use in the United States.

Preclinical and Clinical Development

Prior to beginning any clinical trial with a product candidate in the United States, we must submit an IND to the FDA. An IND is a request for
authorization from the FDA to administer an investigational new drug product to humans. The central focus of an IND submission is on the general
investigational plan and the protocol or protocols for preclinical studies and clinical trials. The IND also includes results of animal and in vitro studies
assessing the toxicology, pharmacokinetics, pharmacology and pharmacodynamic characteristics of the product, chemistry, manufacturing and controls
information, and any available human data or literature to support the use of the investigational product. An IND must become effective before human clinical
trials may begin. The IND automatically becomes effective 30 days after receipt by the FDA, unless the FDA, within the 30-day period, raises safety concerns
or questions about the proposed clinical trial. In such a case, the IND may be placed on clinical hold and the IND sponsor and the FDA must resolve any
outstanding concerns or questions before the clinical trial can begin. Submission of an IND therefore may or may not result in FDA authorization to begin a
clinical trial.
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In addition to the IND submission process, supervision of human gene transfer trials includes evaluation and assessment by an institutional biosafety
committee (“IBC”), a local institutional committee that reviews and oversees research utilizing recombinant or synthetic nucleic acid molecules at that
institution. The IBC assesses the safety of the research and identifies any potential risk to public health or the environment and such review may result in some
delay before initiation of a clinical trial.

Clinical trials involve the administration of the investigational product to human subjects under the supervision of qualified investigators in accordance
with GCPs, which include the requirement that all research subjects provide their informed consent for their participation in any clinical study. Clinical trials
are conducted under protocols detailing, among other things, the objectives of the study, the parameters to be used in monitoring safety and the effectiveness
criteria to be evaluated. A separate submission to the existing IND must be made for each successive clinical trial conducted during product development and
for any subsequent protocol amendments. Furthermore, an independent IRB for each site proposing to conduct the clinical trial must review and approve the
plan for any clinical trial and its informed consent form before the clinical trial begins at that site, and must monitor the study until completed.

Regulatory authorities, the IRB or the sponsor may suspend a clinical trial at any time on various grounds, including a finding that the subjects are being
exposed to an unacceptable health risk or that the trial is unlikely to meet its stated objectives. Some studies also include oversight by an independent group of
qualified experts organized by the clinical study sponsor, known as a data safety monitoring board, which provides authorization for whether or not a study
may move forward at designated check points based on access to certain data from the study and may halt the clinical trial if it determines that there is an
unacceptable safety risk for subjects or other grounds, such as no demonstration of efficacy. There are also requirements governing the reporting of ongoing
preclinical studies and clinical trials and clinical study results to public registries.

For purposes of BLA approval, human clinical trials are typically conducted in three sequential phases that may overlap.

• Phase 1. The investigational product is initially introduced into healthy human subjects or patients with the target disease or condition. These studies
are designed to test the safety, dosage tolerance, absorption, metabolism and distribution of the investigational product in humans, the side effects
associated with increasing doses, and, if possible, to gain early evidence on effectiveness.

• Phase 2. The investigational product is administered to a limited patient population with a specified disease or condition to evaluate the preliminary
efficacy, optimal dosages and dosing schedule and to identify possible adverse side effects and safety risks. Multiple Phase 2 clinical trials may be
conducted to obtain information prior to beginning larger and more expensive Phase 3 clinical trials.

• Phase 3. The investigational product is administered to an expanded patient population to further evaluate dosage, to provide statistically significant
evidence of clinical efficacy and to further test for safety, generally at multiple geographically dispersed clinical trial sites. These clinical trials are
intended to establish the overall risk/benefit ratio of the investigational product and to provide an adequate basis for product approval.

In some cases, the FDA may require, or companies may voluntarily pursue, additional clinical trials after a product is approved to gain more information
about the product. These so-called Phase 4 studies may be made a condition to approval of the BLA. Concurrent with clinical trials, companies may complete
additional animal studies and develop additional information about the biological characteristics of the product candidate, and must finalize a process for
manufacturing the product in commercial quantities in accordance with cGMP requirements. The manufacturing process must be capable of consistently
producing quality batches of the product candidate and, among other things, must develop methods for testing the identity, strength, quality and purity of the
final product, or for biologics, the safety, purity and potency. Additionally, appropriate packaging must be selected and tested, and stability studies must be
conducted to demonstrate that the product candidate does not undergo unacceptable deterioration over its shelf life.

A sponsor may choose, but is not required, to conduct a foreign clinical study under an IND. When a foreign clinical study is conducted under an IND,
all IND requirements must be met unless waived. When the foreign clinical study is not conducted under an IND, the sponsor must ensure that the study
complies with certain FDA regulatory requirements in order to use the study as support for an IND or application for marketing approval or licensure,
including that the study was conducted in accordance with GCP, including review and approval by an independent ethics committee and use of proper
procedures for obtaining informed consent from subjects, and the FDA is able to validate the data from the study through an onsite inspection if the FDA
deems such inspection necessary. The GCP requirements encompass both ethical and data integrity standards for clinical studies.
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BLA Submission and Review

Assuming successful completion of all required testing in accordance with all applicable regulatory requirements, the results of product development,
nonclinical studies and clinical trials are submitted to the FDA as part of a BLA requesting approval to market the product for one or more indications. The
BLA must include all relevant data available from pertinent preclinical studies and clinical trials, including negative or ambiguous results as well as positive
findings, together with detailed information relating to the product’s chemistry, manufacturing, controls, and proposed labeling, among other things. Data can
come from company-sponsored clinical studies intended to test the safety and effectiveness of the product, or from a number of alternative sources, including
studies initiated and sponsored by investigators. The submission of a BLA requires payment of a substantial application user fee to the FDA, unless a waiver
or exemption applies.

In addition, under the Pediatric Research Equity Act (“PREA”), a BLA or supplement to a BLA must contain data to assess the safety and effectiveness
of the biological product candidate for the claimed indications in all relevant pediatric subpopulations and to support dosing and administration for each
pediatric subpopulation for which the product is safe and effective. The Food and Drug Administration Safety and Innovation Act requires that a sponsor who
is planning to submit a marketing application for a biological product that includes a new active ingredient, new indication, new dosage form, new dosing
regimen or new route of administration submit an initial pediatric study plan (“PSP”) within sixty days after an end-of-Phase 2 meeting or as may be agreed
between the sponsor and FDA. Unless otherwise required by regulation, PREA does not apply to any biological product for an indication for which orphan
designation has been granted.

Within 60 days following submission of the application, the FDA reviews a BLA submitted to determine if it is substantially complete before the agency
accepts it for filing. The FDA may refuse to file any BLA that it deems incomplete or not properly reviewable at the time of submission and may request
additional information. In this event, the BLA must be resubmitted with the additional information. Once a BLA has been accepted for filing, the FDA’s goal
is to review standard applications within ten months after the filing date, or, if the application qualifies for priority review, six months after the FDA accepts
the application for filing. In both standard and priority reviews, the review process may also be extended by FDA requests for additional information or
clarification. The FDA reviews a BLA to determine, among other things, whether a product is safe, pure and potent and the facility in which it is
manufactured, processed, packed or held meets standards designed to assure the product’s continued safety, purity and potency. The FDA may convene an
advisory committee to provide clinical insight on application review questions. The FDA is not bound by the recommendations of an advisory committee, but
it considers such recommendations carefully when making decisions.

Before approving a BLA, the FDA will typically inspect the facility or facilities where the product is manufactured. The FDA will not approve an
application unless it determines that the manufacturing processes and facilities are in compliance with cGMP requirements and adequate to assure consistent
production of the product within required specifications. Additionally, before approving a BLA, the FDA will typically inspect one or more clinical sites to
assure compliance with cGCPs. If the FDA determines that the application, manufacturing process or manufacturing facilities are not acceptable, it will outline
the deficiencies in the submission and often will request additional testing or information. Notwithstanding the submission of any requested additional
information, the FDA ultimately may decide that the application does not satisfy the regulatory criteria for approval.

After the FDA evaluates a BLA and conducts inspections of manufacturing facilities where the investigational product and/or its drug substance will be
produced, the FDA may issue an approval letter or a Complete Response letter. An approval letter authorizes commercial marketing of the product with
specific prescribing information for specific indications. A Complete Response letter will describe all of the deficiencies that the FDA has identified in the
BLA, except that where the FDA determines that the data supporting the application are inadequate to support approval, the FDA may issue the Complete
Response letter without first conducting required inspections, testing submitted product lots and/or reviewing proposed labeling. In issuing the Complete
Response letter, the FDA may recommend actions that the applicant might take to place the BLA in condition for approval, including requests for additional
information or clarification. The FDA may delay or refuse approval of a BLA if applicable regulatory criteria are not satisfied, require additional testing or
information and/or require post-marketing testing and surveillance to monitor safety or efficacy of a product.
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If regulatory approval of a product is granted, such approval will be granted for particular indications and may entail limitations on the indicated uses for
which such product may be marketed. For example, the FDA may approve the BLA with a REMS to ensure the benefits of the product outweigh its risks. A
REMS is a safety strategy to manage a known or potential serious risk associated with a product and to enable patients to have continued access to such
medicines by managing their safe use, and could include medication guides, physician communication plans, or elements to assure safe use, such as restricted
distribution methods, patient registries and other risk minimization tools. The FDA also may condition approval on, among other things, changes to proposed
labeling or the development of adequate controls and specifications. Once approved, the FDA may withdraw the product approval if compliance with pre- and
post-marketing requirements is not maintained or if problems occur after the product reaches the marketplace. The FDA may require one or more Phase 4
post-market studies and surveillance to further assess and monitor the product’s safety and effectiveness after commercialization and may limit further
marketing of the product based on the results of these post-marketing studies.

Additional Considerations for Gene Therapy Products

In addition to the regulations discussed above, there are a number of additional considerations that apply to clinical trials involving the use of gene
therapy. Supervision of human gene transfer trials includes evaluation and assessment by an IBC, a local institutional committee that reviews and oversees
research utilizing recombinant or synthetic nucleic acid molecules at that institution. The IBC assesses the safety of the research and identifies any potential
risk to public health or the environment, and such review may result in some delay before initiation of a clinical trial. The FDA has issued various guidance
documents regarding gene therapies, which outline additional factors that the FDA will consider at each of the above stages of development and relate to,
among other things: the proper preclinical assessment of gene therapies; the CMC information that should be included in an IND application; the proper
design of tests to measure product efficacy or potency in support of an IND or BLA application; and measures to observe delayed adverse effects in subjects
who have been exposed to investigational gene therapies when the risk of such effects is high. For instance, the FDA usually recommends that sponsors
observe all surviving subjects who receive treatment using gene therapies that are based on adeno-associated virus vectors in clinical trials for potential gene
therapy-related delayed adverse events for a minimum five-year period. FDA does not require the long-term tracking to be complete prior to its review of the
BLA.

In 2024, the FDA began accepting applications from sponsors for the START pilot program with the purpose of further accelerating the pace of
development of novel drug and biological products that are intended to address an unmet medical need as a treatment for a rare disease. The pilot is designed
to be milestone-driven (i.e., to facilitate the progression of a development program to pivotal clinical study stage or the pre-BLA meeting stage) where product
development programs selected would benefit from enhanced communications with FDA. In June 2024, we announced that NGN-401 for Rett syndrome was
selected by FDA for the START pilot program.

A product candidate may be eligible for participation in the START Pilot program if an IND has been submitted in electronic common technical
document format unless a waiver is granted; the sponsor has demonstrated substantial effort to ensure that CMC development aligns with clinical
development; and, for CBER-regulated products, the product must be under development towards a marketing application under an existing OTP-regulated
IND, and is intended to address an unmet medical need as a treatment for a rare disease or serious condition, which is likely to lead to significant disability or
death within the first decade of life. The START Pilot Program is intended to provide a mechanism for addressing clinical development issues that otherwise
would delay or prevent a promising novel drug or biological product from progressing to the pivotal clinical trial stage or pre-BLA meeting stage. Participants
in the START Pilot Program will receive enhanced communications with FDA review staff. These enhanced communications will include, at a minimum, an
initial meeting to review features of the pilot, discuss a pathway intended to support a marketing application, and discuss specific issues for which a sponsor
requests enhanced communication with FDA. Additional communications will include ongoing interactions via email or teleconference that take place on a
scheduled and/or as needed basis as agreed upon by the sponsor and FDA.
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Expedited Development and Review Programs

The FDA offers a number of expedited development and review programs for qualifying product candidates. The fast track program is intended to
expedite or facilitate the process for reviewing new products that meet certain criteria. Specifically, new products are eligible for fast track designation if they
are intended to treat a serious or life-threatening disease or condition and data demonstrate the potential to address unmet medical needs for the disease or
condition. Fast track designation applies to the combination of the product and the specific indication for which it is being studied. The sponsor of a fast track
product has opportunities for more frequent interactions with the review team during product development and, once a BLA is submitted, the product may be
eligible for priority review. A fast track product may also be eligible for rolling review, where the FDA may consider for review sections of the BLA on a
rolling basis before the complete application is submitted, if the sponsor provides a schedule for the submission of the sections of the BLA, the FDA agrees to
accept sections of the BLA and determines that the schedule is acceptable, and the sponsor pays any required user fees upon submission of the first section of
the BLA. We have received fast track designation for NGN-401 for the treatment of Rett syndrome.

Additionally, products studied for their safety and effectiveness in treating serious or life-threatening diseases or conditions may receive accelerated
approval upon a determination that the product has an effect on a surrogate endpoint that is reasonably likely to predict clinical benefit, or on a clinical
endpoint that can be measured earlier than irreversible morbidity or mortality, that is reasonably likely to predict an effect on irreversible morbidity or
mortality or other clinical benefit, taking into account the severity, rarity, or prevalence of the condition and the availability or lack of alternative treatments.
As a condition of accelerated approval, the FDA will generally require the sponsor to perform adequate and well-controlled post-marketing clinical studies to
verify and describe the anticipated effect on irreversible morbidity or mortality or other clinical benefit. Under the Food and Drug Omnibus Reform Act of
2022, the FDA may require, as appropriate, that such studies be underway prior to approval or within a specific time period after the date of approval for a
product granted accelerated approval. Products receiving accelerated approval may be subject to expedited withdrawal procedures if the sponsor fails to
conduct the required post-marketing studies or if such studies fail to verify the predicted clinical benefit. In addition, the FDA currently requires as a condition
for accelerated approval pre-approval of promotional materials, which could adversely impact the timing of the commercial launch of the product.

Additionally, products studied for their safety and effectiveness in treating serious or life-threatening diseases or conditions may receive accelerated
approval upon a determination that the product has an effect on a surrogate endpoint that is reasonably likely to predict clinical benefit, or on a clinical
endpoint that can be measured earlier than irreversible morbidity or mortality, that is reasonably likely to predict an effect on irreversible morbidity or
mortality or other clinical benefit, taking into account the severity, rarity, or prevalence of the condition and the availability or lack of alternative treatments.
As a condition of accelerated approval, the FDA will generally require the sponsor to perform adequate and well-controlled post-marketing clinical studies to
verify and describe the anticipated effect on irreversible morbidity or mortality or other clinical benefit. Under the Food and Drug Omnibus Reform Act of
2022, the FDA may require, as appropriate, that such studies be underway prior to approval or within a specific time period after the date of approval for a
product granted accelerated approval. Products receiving accelerated approval may be subject to expedited withdrawal procedures if the sponsor fails to
conduct the required post-marketing studies or if such studies fail to verify the predicted clinical benefit. In addition, the FDA currently requires as a condition
for accelerated approval pre-approval of promotional materials, which could adversely impact the timing of the commercial launch of the product.

A product intended to treat a serious or life-threatening disease or condition may also be eligible for breakthrough therapy designation to expedite its
development and review. A product can receive breakthrough therapy designation if preliminary clinical evidence indicates that the product, alone or in
combination with one or more other drugs or biologics, may demonstrate substantial improvement over existing therapies on one or more clinically significant
endpoints, such as substantial treatment effects observed early in clinical development. The designation includes all of the fast track program features, as well
as more intensive FDA interaction and guidance beginning as early as Phase 1 and an organizational commitment to expedite the development and review of
the product, including involvement of senior managers. We may seek breakthrough therapy designation for one or more of our product candidates, including
NGN-401 for the treatment of Rett syndrome.
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Regenerative medicines, which include AAV gene therapies like the one we are using in our NGN-401 clinical trial for the treatment of Rett syndrome,
are eligible to receive the RMAT designation. An RMAT is defined as a cell therapy, therapeutic tissue engineering product, human cell and tissue product, or
any combination product using such therapies or products, with limited exceptions. Such a product is eligible for RMAT designation if it is intended to treat,
modify, reverse, or cure a serious or life-threatening disease or condition and preliminary clinical evidence indicates it has the potential to address unmet
medical needs for such disease or condition. Advantages of the RMAT designation include early interactions with the FDA to discuss the development plan for
the product candidate, including potential surrogate or intermediate endpoints, and eligibility for rolling and priority review. Products granted RMAT
designation may also be eligible for accelerated approval on the basis of a surrogate or intermediate endpoint reasonably likely to predict long-term clinical
benefit, or reliance upon data obtained from a meaningful number of sites, including through expansion to additional sites. RMAT-designated products that
receive accelerated approval may, as appropriate, fulfill their post-approval requirements through the submission of clinical evidence, clinical studies, patient
registries, or other sources of real-world evidence (such as electronic health records); through the collection of larger confirmatory data sets; or via post-
approval monitoring of all patients treated with such therapy prior to approval of the therapy. In August 2024, we announced the NGN-401 had received
RMAT designation for the treatment of Rett syndrome. We may also request RMAT designation for future product candidates.

Any marketing application for a biologic submitted to the FDA for approval, including a product with a fast track designation, breakthrough therapy
designation, START designation and/or RMAT designation, may be eligible for other types of FDA programs intended to expedite the FDA review and
approval process, such as priority review and accelerated approval. A product is eligible for priority review if there is evidence it has the potential to provide a
significant improvement in the treatment, diagnosis or prevention of a serious disease or condition. For original BLAs, priority review designation means the
FDA’s goal is to take action on the marketing application within six months of the 60-day filing date (as compared to ten months under standard review). We
have not sought priority review for any of our product candidates to date, but may do so in the future, including for NGN-401 for the treatment of Rett
syndrome.

Fast track designation, breakthrough therapy designation, START designation, RMAT designation and priority review do not change the standards for
approval but may expedite the development or approval process. Even if a product qualifies for one or more of these programs, the FDA may later decide that
the product no longer meets the conditions for qualification or decide that the time period for FDA review or approval will not be shortened.

Orphan Drug Designation and Exclusivity

Under the Orphan Drug Act of 1983, the FDA may grant orphan drug designation to a product candidate intended to treat a rare disease or condition,
which is generally a disease or condition that affects fewer than 200,000 individuals in the United States, or 200,000 or more individuals in the United States
for which there is no reasonable expectation that the cost of developing and making available in the United States a drug or biologic for this type of disease or
condition will be recovered from sales in the United States for that product candidate. Orphan drug designation must be requested before submitting a BLA.
After the FDA grants orphan drug designation, the identity of the therapeutic agent and its potential orphan use are disclosed publicly by the FDA. We have
received an orphan drug designation for NGN-401 for the treatment of Rett syndrome. The orphan drug designation does not convey any advantage in, or
shorten the duration of, the regulatory review or approval process.

If a product that has orphan drug designation subsequently receives the first FDA approval for the disease or condition for which it has such designation,
the product is entitled to orphan drug exclusive approval (or exclusivity), which means that the FDA may not approve any other applications, including a full
BLA, to market the same product for the same indication for seven years, except in limited circumstances, such as a showing of clinical superiority to the
product with orphan drug exclusivity by means of greater effectiveness, greater safety or providing a major contribution to patient care or if the holder of the
orphan drug exclusivity cannot assure the availability of sufficient quantities of the orphan drug to meet the needs of patients with the disease or condition for
which the product was designated. Orphan drug exclusivity does not prevent the FDA from approving a different drug or biologic for the same disease or
condition, or the same drug or biologic for a different disease or condition. Among the other benefits of orphan drug designation are tax credits for certain
research and a waiver of the BLA application fee.

A designated orphan drug may not receive orphan drug exclusivity if it is approved for a use that is broader than the indication for which it received
orphan drug designation. In addition, exclusive marketing rights in the United States may be lost if the FDA later determines that the request for designation
was materially defective or if the manufacturer is unable to assure sufficient quantities of the product to meet the needs of patients with the rare disease or
condition.
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There is some uncertainty with respect to the FDA’s interpretation of the scope of orphan drug exclusivity. Historically, exclusivity was specific to the
orphan indication for which the drug was approved. As a result, the scope of exclusivity was interpreted as preventing approval of a competing product.
However, in 2021, the federal court in Catalyst Pharmaceuticals, Inc. v. Becerra suggested that orphan drug exclusivity covers the full scope of the orphan-
designated “disease or condition” regardless of whether a drug obtained approval for a narrower use.

Post-Approval Requirements

Any products manufactured or distributed by us pursuant to FDA approvals are subject to pervasive and continuing regulation by the FDA, including,
among other things, requirements relating to record-keeping, reporting of adverse experiences, periodic reporting, product sampling and distribution, and
advertising and promotion of the product. As part of the manufacturing process, the manufacturer is required to perform certain tests on each lot of the product
before it is released for distribution. After a BLA is approved for a biological product, the product also may be subject to official lot release. If the product is
subject to official release by the FDA, the manufacturer submits samples of each lot of product to the FDA together with a release protocol showing a
summary of the history of manufacture of the lot and the results of all of the manufacturer’s tests performed on the lot. The FDA also may perform certain
confirmatory tests on lots of some products before releasing the lots for distribution by the manufacturer. In addition, the FDA conducts laboratory research
related to the regulatory standards on the safety, purity, and potency or effectiveness of biologics. After approval, most changes to the approved product, such
as adding new indications or other labeling claims, are subject to prior FDA review and approval. There also are continuing user fee requirements, under
which the FDA assesses an annual program fee for each product identified in an approved BLA. Biologic manufacturers and their subcontractors are required
to register their establishments with the FDA and certain state agencies and are subject to periodic unannounced inspections by the FDA and certain state
agencies for compliance with cGMPs, which impose certain procedural and documentation requirements upon us and our third-party manufacturers. Changes
to the manufacturing process are strictly regulated, and, depending on the significance of the change, may require prior FDA approval before being
implemented. FDA regulations also require investigation and correction of any deviations from cGMPs and impose reporting requirements upon us and any
third-party manufacturers that we may decide to use. Accordingly, manufacturers must continue to expend time, money and effort in the area of production
and quality control to maintain compliance with cGMPs and other aspects of regulatory compliance.

The FDA may withdraw approval if compliance with regulatory requirements and standards is not maintained or if problems occur after the product
reaches the market. Later discovery of previously unknown problems with a product, including adverse events of unanticipated severity or frequency, or with
manufacturing processes, or failure to comply with regulatory requirements, may result in revisions to the approved labeling to add new safety information;
imposition of post-market studies or clinical studies to assess new safety risks; or imposition of distribution restrictions or other restrictions under a REMS
program. Other potential consequences include, among other things:

• restrictions on the marketing or manufacturing of a product, complete withdrawal of the product from the market or product recalls;

• fines, warning letters or holds on post-approval clinical studies;

• refusal of the FDA to approve pending applications or supplements to approved applications, or suspension or revocation of existing product
approvals;

• product seizure or detention, or refusal of the FDA to permit the import or export of products;

• consent decrees, corporate integrity agreements, debarment or exclusion from federal healthcare programs;

• mandated modification of promotional materials and labeling and the issuance of corrective information;

• the issuance of safety alerts, Dear Healthcare Provider letters, press releases and other communications containing warnings or other safety
information about the product; or

• injunctions or the imposition of civil or criminal penalties.
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The FDA closely regulates the marketing, labeling, advertising and promotion of biologics. A company can make only those claims relating to safety
and efficacy, purity and potency that are approved by the FDA and in accordance with the provisions of the approved label. The FDA and other agencies
actively enforce the laws and regulations prohibiting the promotion of off-label uses. Failure to comply with these requirements can result in, among other
things, adverse publicity, warning letters, corrective advertising and potential civil and criminal penalties. Physicians may prescribe legally available products
for uses that are not described in the product’s labeling and that differ from those tested by us and approved by the FDA. Such off-label uses are common
across medical specialties. Physicians may believe that such off-label uses are the best treatment for many patients in varied circumstances. The FDA does not
regulate the behavior of physicians in their choice of treatments. The FDA does, however, restrict manufacturer’s communications on the subject of off-label
use of their products.

Biosimilars and Reference Product Exclusivity

The Patient Protection and Affordable Care Act, as amended by the Health Care and Education Reconciliation Act (collectively, the “ACA”), includes a
subtitle called the Biologics Price Competition and Innovation Act of 2009 (“BPCIA”), which created an abbreviated approval pathway for biological products
that are highly similar, or “biosimilar,” to or interchangeable with an FDA-approved reference biological product. The FDA has issued several guidance
documents outlining an approach to review and approval of biosimilars.

Biosimilarity, which requires that there be no clinically meaningful differences between the biological product and the reference product in terms of
safety, purity, and potency, is generally shown through analytical studies, animal studies, and a clinical study or studies. Interchangeability requires that a
product is biosimilar to the reference product and the product must demonstrate that it can be expected to produce the same clinical results as the reference
product in any given patient and, for products that are administered multiple times to an individual, the biologic and the reference biologic may be alternated
or switched after one has been previously administered without increasing safety risks or risks of diminished efficacy relative to exclusive use of the reference
biologic. A product shown to be biosimilar or interchangeable with an FDA-approved reference biological product may rely in part on the FDA’s previous
determination of safety and effectiveness for the reference product for approval, which can potentially reduce the cost and time required to obtain approval to
market the product. Complexities associated with the larger, and often more complex, structures of biological products, as well as the processes by which such
products are manufactured, pose significant hurdles to implementation of the abbreviated approval pathway that are still being worked out by the FDA.

The FDA has issued guidance documents intended to inform prospective applicants and facilitate the development of proposed biosimilars and
interchangeable biosimilars, as well as to describe the FDA’s interpretation of certain statutory requirements added by the BPCIA.

Under the BPCIA, an application for a biosimilar product may not be submitted to the FDA until four years following the date that the reference product
was first licensed by the FDA. In addition, the approval of a biosimilar product may not be made effective by the FDA until 12 years from the date on which
the reference product was first licensed. During this 12-year period of exclusivity, another company may still market a competing version of the reference
product if the FDA approves a full BLA for the competing product containing that applicant’s own preclinical data and data from adequate and well-controlled
clinical trials to demonstrate the safety, purity, and potency of its product. The BPCIA also created certain exclusivity periods for biosimilars approved as
interchangeable products. At this juncture, it is unclear whether products deemed “interchangeable” by the FDA will, in fact, be readily substituted by
pharmacies, which are governed by state pharmacy law.

A reference biologic is granted twelve years of exclusivity from the time of first licensure of the reference product. The first biologic product submitted
under the abbreviated approval pathway that is determined to be interchangeable with the reference product has exclusivity against other biologics submitted
under the abbreviated approval pathway for the lesser of (i) one year after the first commercial marketing, (ii) 18 months after approval if there is no legal
challenge, (iii) 18 months after the resolution in the applicant’s favor of a lawsuit challenging the biologics’ patents if an application has been submitted, or
(iv) 42 months after the application has been approved if a lawsuit is ongoing within the 42-month period.

A biological product can also obtain pediatric market exclusivity in the United States. Pediatric exclusivity, if granted, adds six months to existing
exclusivity periods and patent terms. This six-month exclusivity, which runs from the end of other exclusivity protection or patent term, may be granted based
on the voluntary completion of a pediatric study in accordance with an FDA-issued “Written Request” for such a study.
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The BPCIA is complex and continues to be interpreted and implemented by the FDA. In July 2018, the FDA announced an action plan to encourage the
development and efficient review of biosimilars, including the establishment of a new office within the agency that will focus on therapeutic biologics and
biosimilars. On December 20, 2020, Congress amended the PHSA as part of the COVID-19 relief bill to further simplify the biosimilar review process by
making it optional to show that conditions of use proposed in labeling have been previously approved for the reference product, which used to be a
requirement of the application. In addition, government proposals have sought to reduce the 12-year reference product exclusivity period. Other aspects of the
BPCIA, some of which may impact the BPCIA exclusivity provisions, have also been the subject of recent litigation. As a result, the ultimate impact,
implementation, and impact of the BPCIA is subject to significant uncertainty.

As discussed below, the Inflation Reduction Act of 2022 (“IRA”) is a significant new law that intends to foster generic and biosimilar competition and to
lower drug and biologic costs.

Patent Term Extension

In the United States, after a BLA is approved, owners of relevant drug patents may apply for up to a five-year patent extension, which permits patent
term restoration as compensation for the patent term lost during the FDA regulatory process. The allowable patent term extension is typically calculated as
one-half the time between, the latter of the effective date of an IND and issue date of the patent for which extension is sought, and the submission date of a
BLA, plus the time between BLA submission date and the BLA approval date up to a maximum of five years. The time can be shortened if the FDA
determines that the applicant did not pursue licensure with due diligence. The total patent term after the extension may not exceed 14 years from the date of
product licensure. Only one patent applicable to a licensed biological product is eligible for extension and only those claims covering the product, a method
for using it, or a method for manufacturing it may be extended and the application for the extension must be submitted prior to the expiration of the patent in
question. However, we may not be granted an extension because of, for example, failing to exercise due diligence during the testing phase or regulatory review
process, failing to apply within applicable deadlines, failing to apply prior to expiration of relevant patents or otherwise failing to satisfy applicable
requirements. Some, but not all, foreign jurisdictions possess patent term extension or other additional patent exclusivity mechanisms that may be more or less
stringent and comprehensive than those of the U.S.

Rare Pediatric Disease Designation and Priority Review Vouchers

Under the FDCA, as amended, the FDA incentivizes the development of drugs and biologics intended to treat conditions that meet the definition of a
“rare pediatric disease,” defined to mean a serious or life-threatening disease in which the serious or life-threatening manifestations primarily affect
individuals aged from birth to 18 years and the disease affects fewer than 200,000 individuals in the U.S. or affects more than 200,000 in the U.S. and for
which there is no reasonable expectation that the cost of developing and making in the U.S. a drug for such disease or condition will be received from sales in
the U.S. of such drug. Rett syndrome qualifies as a rare pediatric disease, and we have received rare pediatric disease designation for NGN-401 for the
treatment of Rett syndrome, and we may request such designation for future product candidates if the diseases they are intended to treat meet the definition of
a rare pediatric disease. The sponsor of a product candidate for a rare pediatric disease may be eligible for a voucher that can be used to obtain a priority
review for a subsequent human drug or biologic application after the date of approval of the rare pediatric disease drug product, referred to as a priority review
voucher (a “PRV”). A sponsor may request rare pediatric disease designation from the FDA prior to the submission of its BLA. A rare pediatric disease
designation does not guarantee that a sponsor will receive a PRV upon approval of its BLA. Moreover, a sponsor who chooses not to submit a rare pediatric
disease designation request may nonetheless receive a PRV upon approval of their marketing application if they request such a voucher in their original
marketing application and meet all of the eligibility criteria. If a PRV is received, it may be sold or transferred an unlimited number of times. Congress has
extended the PRV program to allow for the designation of drugs for rare pediatric diseases through December 20, 2024, with the potential for PRVs to be
granted through September 30, 2026. If Congress does not further extend this program, we may not meet the deadline for PRVs to be granted for our current
programs given the expected timeline of development.

Other Healthcare Laws and Compliance Requirements

Pharmaceutical companies are subject to additional healthcare regulation and enforcement by the federal government and by authorities in the states and
foreign jurisdictions in which they conduct their business. Such laws include, without limitation: the federal Anti-Kickback Statute (“AKS”); the federal False
Claims Act (“FCA”); the Health Insurance Portability and Accountability Act of 1996 (“HIPAA”); and similar foreign, federal and state fraud, abuse and
transparency laws.
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