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Subject to completion, dated September 2, 2020

PRELIMINARY PROSPECTUS

Shares

TAYSHA

GEME THERAPIES

Common Stock

This is an initial offering of shares of common stock of Taysha Gene Therapies, Inc.

We are offering shares of our common stock.

Prior to this offering, there has been no public market for our common stock. It is currently estimated that the initial public offering
price per share will be between $ and $ . We have applied to list our common stock on The Nasdaq Global Market under the
trading symbol “TSHA.”

We are an “emerging growth company” as defined under U.S. federal securities laws and, as such, will be subject to reduced public
company reporting requirements for this prospectus and future filings.

Investing in our common stock involves risks. See “Risk Factors” beginning on page 15 to read about factors you should consider
before buying shares of our common stock.

Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of
these securities, or passed upon the accuracy or adequacy of this prospectus. Any representation to the contrary is a criminal
offense.

Per Share Total

Initial public offering price $ $
Underwriting discounts(1) $ $
Proceeds, before expenses, to Taysha Gene Therapies, Inc. $ $
(1) See the section titled “Underwriting” for a description of the compensation payable to the underwriters.

To the extent that the underwriters sell more than shares of common stock, the underwriters have the option to purchase up to
an additional shares from us at the initial price to the public less the underwriting discount.

The underwriters expect to deliver the shares against payment in New York, New York on , 2020.
Goldman Sachs & Co. LLC Morgan Stanley Jefferies

Chardan

Prospectus dated , 2020
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Neither we nor the underwriters have authorized anyone to provide any information or to make any representations other than those
contained in this prospectus or in any free writing prospectuses we have prepared. We and the underwriters take no responsibility for, and
can provide no assurance as to the reliability of, any other information that others may provide you. We are offering to sell, and seeking offers
to buy, shares of common stock only in jurisdictions where offers and sales are permitted. The information contained in this prospectus is
accurate only as of the date of this prospectus, regardless of the time of delivery of this prospectus or of any sale of the common stock.

For investors outside of the United States: we have not, and the underwriters have not, done anything that would permit this offering
or possession or distribution of this prospectus in any jurisdiction where action for that purpose is required, other than the United States.
Persons outside of the United States who come into possession of this prospectus must inform themselves about, and observe any
restrictions relating to, the offering of the shares of common stock and the distribution of this prospectus outside of the United States.

All trademarks, trade names and service marks appearing in this prospectus are the property of their respective owners. Solely for
convenience, the trademarks and trade names in this prospectus may be referred to without the ® and ™ symbols, but such references
should not be construed as any indicator that their respective owners will not assert their rights thereto.
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PROSPECTUS SUMMARY

This summary highlights, and is qualified in its entirety by, information contained elsewhere in this prospectus. This summary
does not contain all of the information you should consider before investing in our common stock. You should read this entire prospectus
carefully, especially the sections titled “Risk Factors” and “Management’s Discussion and Analysis of Financial Condition and Results of
Operations” and our financial statements and the related notes appearing elsewhere in this prospectus, before making an investment
decision. As used in this prospectus, unless the context otherwise requires, references to “we,” “us,” “our,” “the company,” “Taysha” and
“Taysha Gene Therapies” refer to Taysha Gene Therapies, Inc., together with its consolidated subsidiaries.

Taysha Gene Therapies, Inc.

Overview

We are a patient-centric gene therapy company focused on developing and commercializing AAV-based gene therapies for the
treatment of monogenic diseases of the central nervous system in both rare and large patient populations. We were founded in
partnership with The University of Texas Southwestern Medical Center, or UT Southwestern, to develop and commercialize
transformative gene therapy treatments. Together with UT Southwestern, we are advancing a deep and sustainable product portfolio of
18 gene therapy product candidates, with exclusive options to acquire four additional development programs at no cost. By combining
our management team'’s proven experience in gene therapy drug development and commercialization with UT Southwestern’s world-
class gene therapy research capabilities, we believe we have created a powerful engine to develop transformative therapies to
dramatically improve patients’ lives. We expect to initiate a Phase 1/2 clinical trial of TSHA-101 for the treatment of GM2 gangliosidosis,
under a Clinical Trial Application, or CTA, in Canada by the end of 2020. In addition, we plan to submit investigational new drug
applications, or INDs, for four programs to the U.S. Food and Drug Administration, or the FDA, by the end of 2021: TSHA-101,
TSHA-102 (Rett syndrome), TSHA-103 (SLC6A1 haploinsufficiency) and TSHA-104 (SURF1 deficiency). We are also developing TSHA-
118 (formerly ABO-202) for the treatment of CLN1 disease (or infantile Batten disease) and intend to initiate a Phase 1/2 clinical trial of
TSHA-118 under a currently open IND. In addition to our product pipeline candidates, we are building a platform of next-generation
technologies to optimize key components of our AAV-based gene therapies, including redosing, transgene regulation and capsid
development.

The fundamental components of our approach to gene therapy development are an adeno-associated virus serotype 9, or AAV9,
capsid, intrathecal delivery and an efficient manufacturing process. We use an AAV9 capsid to deliver therapeutic genes engineered to
replace a mutated gene, enhance the expression of a silenced gene or decrease the expression of a gene, depending on the underlying
biology of the specific disease. We use intrathecal administration, which involves direct delivery of our gene therapies to the
cerebrospinal fluid, or CSF, to facilitate optimal biodistribution and cell transduction within the central nervous system, or CNS. Our
flexible manufacturing processes allow us to produce our gene therapy product candidates efficiently at scale. Through our partnership
with UT Southwestern, we have access to a Good Manufacturing Practice-, or GMP-, compliant manufacturing suite that utilizes a
suspension HEK293 process to produce AAV9. We also intend to establish our own commercial-scale, GMP-compliant manufacturing
facility to meet demand in the event that our product candidates receive marketing approval.
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Our Pipeline

We are advancing a deep and sustainable product portfolio of 18 gene therapy product candidates for monogenic diseases of the
CNS in both rare and large patient populations, with exclusive options to acquire four additional development programs at no cost. Our
current pipeline, including the stage of development of each of our product candidates, is represented in the table below.

PRAHIRAR

PIVOTAL

TiHa- 10 ART GM I Gan gliotidotis Ol ical eapomed s 200

TEHA-L18/ ABO-10Y ORT [0} ] LCuirenilhy ogen 1RO

THHA-LDS GAT SUNF 1 Daficiency Clinical snpusctod in 2001 TAYSHA
TERA-112 SET/mifWA AP LR 4 N L

TEHA-111 GET/ mufrd LaFora

TEHA-LLT miARd Tauopathies
TEHA-LIE miskd [
TEHA-102 Asgulated SAT Pt Sgrabseanea ikl iapsactad s 2021
TEHAL6 shANA angeiman Syndrome
TEHA-LE4 GAT Fragibe X Symcrame
TSHA-LE6 shilkd Pratier \wili Syndrame 5
TEHA-LLT AsgulaledSAT FEOG1 T"AIY "‘H‘&
FiHA-18T GAT Undiic by Target
TEHA-108 GAT Uindinrkosed Target
TIHA-10% GAT Undischosed Target
S— " R =i 3
osn05 o7 I TAYSHA
R s | s iy
“Digtion rights
4 Targah hom e hesive options ko scoaiee a sdditionaliour programs fmm UT Souttrasssherr,
GAT: Geanar ropiacrrmast thatapry miRRA: miciofl, shRMA: short hairpis K _

Our portfolio of gene therapy candidates targets broad neurological indications across three distinct therapeutic categories, which
together have the potential to address over 500,000 patients in the United States and the European Union:

« Neurodegenerative diseases, which refer to diseases that are characterized by the progressive degeneration of the
structures and functions of the CNS.

* Neurodevelopmental disorders, which refer to a group of conditions with onset during the time when the brain is developing
and are a reflection of disabilities associated primarily with the functioning of the neurological system and brain.

« Genetic epilepsies, which refer to disorders with recurrent seizures associated with abnormal development of the brain.

Our most advanced product candidates include:

« TSHA-101, which is being developed for the treatment of GM2 gangliosidosis, a lysosomal storage disorder and family of
severe neurodegenerative diseases that includes Tay-Sachs disease and Sandhoff disease. We are developing TSHA-101 as
a bicistronic HEXBP2A-HEXA transgene packaged into an AAV9 vector under the control of a CAG promoter. We have
conducted preclinical studies evaluating safety and biodistribution, and plan to initiate a Phase 1/2 clinical trial under a CTA in
Canada by the end of 2020. We plan to submit an IND for TSHA-101 to the FDA by the end of 2021. TSHA-101 has received
orphan drug designation and rare pediatric disease designation from the FDA for the treatment of GM2 gangliosidosis.
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« TSHA-118 is a self-complementary AAV9 viral vector that expresses human codon-optimized CLN1 complementary
deoxyribonucleic acid under control of the chicken R-actin hybrid promoter. Preclinical studies evaluating safety and
biodistribution have been conducted, and we plan to conduct a Phase 1/2 clinical trial of TSHA-118 under a currently open
IND. TSHA-118 has received orphan drug designation from the FDA and the European Medicines Agency, fast track
designation from the FDA and rare pediatric disease designation from the FDA for the treatment of CLN1 disease.

* TSHA-102, which is being developed for the treatment of Rett syndrome, one of the most common genetic causes of severe
intellectual disability, characterized by rapid developmental regression and in many cases caused by heterozygous loss of
function mutations in MECP2, a gene essential for neuronal and synaptic function in the brain. TSHA-102 is constructed from a
neuronal specific promoter, MeP426, coupled with the miniMECP2 transgene, a truncated version of MECP2, and miRNA-
Responsive Auto-Regulatory Element, or miRARE, our novel miRNA target panel, packaged in self-complementary AAV9. We
plan to submit an IND for TSHA-102 to the FDA by the end of 2021.

« TSHA-103, which is being developed for the treatment of SLC6A1 haploinsufficiency disorder, one of the most common
monogenic causes of epilepsy characterized by myoclonic atonic seizures, autism spectrum disorder and intellectual disability.
TSHA-103 is constructed from a codon-optimized version of the human SLC6A1 gene packaged within a self-complementary
AAV9 viral vector under the control of a JeT promoter. We plan to submit an IND for TSHA-103 to the FDA by the end of 2021.

« TSHA-104, which is being developed for the treatment for Surfeit locus 1, or SURF1, deficiency. TSHA-104 is constructed from
a codon-optimized version of the human SURF1 gene packaged within a self-complementary AAV9 viral vector under the
control of a modified version of the chicken R3-actin, or CBA, promoter CBA hybrid intron. We plan to submit an IND for
TSHA-104 to the FDA by the end of 2021.

Our Strategic Partnership with The University of Texas Southwestern Medical Center

Our partnership with UT Southwestern is differentiated from traditional collaborations between industry and academia due to our
access to UT Southwestern’s faculty, manufacturing facility and integrated research and clinical care approach, which, together, we
believe will enable us to advance our development programs with speed and scale. Under the terms of our collaboration and license
agreement with UT Southwestern, we hold an exclusive, worldwide royalty-free license to discover, develop and commercialize gene
therapies for our pipeline. Within the framework of our partnership, UT Southwestern will conduct discovery and preclinical research,
lead IND-enabling studies, manufacture GMP vectors for use in preclinical studies and clinical trials and execute natural history studies
to support the development of our product candidates. We are responsible for all clinical development, regulatory, strategy, commercial
manufacturing and commercialization.

Through our partnership, we are able to leverage the collective expertise of UT Southwestern researchers, clinicians, and
investigators with decades of experience in conducting cutting-edge research and providing clinical care, including in the
neurodegenerative disease, neurodevelopmental disorder and genetic epilepsy therapeutic categories. Furthermore, UT Southwestern’s
state-of-the art, GMP viral vector manufacturing facility consists of a full process development laboratory and 500 liter GMP suite with
the capacity to support multiple preclinical and early clinical development efforts in parallel.
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Collectively, UT Southwestern faculty members have received six Nobel Prizes, and the faculty includes 24 members of the
National Academy of Sciences, 16 members of the National Academy of Medicine, and 13 Howard Hughes Medical Institute
Investigators. The UT Southwestern Gene Therapy Program is led by Steven Gray, Ph.D., and Berge Minassian, M.D. Dr. Gray’s core
expertise is in AAV-based gene therapy vector engineering and optimizing approaches to deliver therapeutic transgenes to the CNS.
Dr. Minassian is a pediatric neurologist whose clinical specialties are epilepsy, heurodegenerative diseases and neurodevelopmental
conditions.

Our Strategy

We are building a patient-centric business with the goal of developing AAV-based gene therapies for the treatment of monogenic
diseases of the CNS in both rare and large patient populations. We are focused on executing the following elements of our strategy:

Build a sustainable gene therapy company. Our goal is to build a gene therapy company with a sustainable pipeline of
product candidates and a consistent stream of new commercial product launches. To that end, we are focused on rapidly
advancing our current pipeline of AAV9-based gene therapies while actively developing our next generation platforms to
discover and develop additional product candidates.

Advance our lead product candidates through clinical trials to commercialization. Our product portfolio currently
consists of 18 gene therapy product candidates targeting a diverse set of rare and prevalent CNS indications, with exclusive
options to acquire four additional development programs from UT Southwestern at no cost. We intend to develop, seek
regulatory approval and commercialize each product candidate in our portfolio. We expect to initiate a Phase 1/2 clinical trial of
TSHA-101, a neurodegenerative product candidate, by the end of 2020, and we plan to submit INDs to the FDA for four
programs by the end of 2021: TSHA-101, TSHA-102, TSHA-103 and TSHA-104. We also intend to conduct a Phase 1/2
clinical trial of TSHA-118 under a currently open IND. If our clinical trials are successful, we plan to discuss expedited
regulatory approval strategies with regulatory authorities.

Leverage our relationship with UT Southwestern. We are anchored by a differentiated strategic partnership with UT
Southwestern that allows us to access a highly experienced team of researchers and clinicians with deep experience in the
underlying biology and treatment of monogenic CNS disorders and the patient populations that they treat. We believe that our
partnership with UT Southwestern provides us with a significant advantage to rapidly discover, develop and commercialize
novel gene therapies.

Utilize scalable manufacturing technologies. A critical component of the development of any complex biological therapy,
including gene therapies, is the ability to manufacture the therapy efficiently at scale. Through our partnership with UT
Southwestern, we have access to a flexible, scalable and well-characterized GMP manufacturing suite that utilizes a
suspension HEK293 process to produce AAV9, which we believe will enable us to produce material suitable for clinical trials in
a cost and time-efficient manner. We believe the capacity offered by UT Southwestern’s manufacturing facility will be sufficient
to meet the clinical demand for our full pipeline of product candidates. Because we currently utilize the AAV9 capsid across our
product portfolio, our product candidates differ primarily by their therapeutic transgene, and we believe that minimal changes to
our optimized upstream and downstream processes are required to manufacture each product candidate. In addition, we
intend to establish our own commercial scale GMP-compliant manufacturing facility to meet commercial demand if our product
candidates receive marketing approval.
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< Develop our next generation platform technologies. In addition to our pipeline of AAV9-based gene therapies, we are
actively developing three distinct platform technologies to enable the discovery, development, and rapid translation of new
gene therapies: a proprietary technology to allow redosing of AAV-based gene therapies, transgene regulation (miRARE) and
novel capsid development.

« Evaluate strategic opportunities to accelerate development timelines and maximize the value of our product
candidate pipeline. We are evaluating opportunities to maximize the value of our product candidate pipeline, including
through a joint venture or other structure in China. We believe these structures may provide us with the opportunity to leverage
the financial and other resources of partners to advance the development of our product candidate pipeline in a key geography
such as China.

Our Approach

We utilize AAV9, an AAV serotype with a unique ability to cross the blood-brain barrier and transduce cells of the CNS. AAV9 has
been widely characterized across numerous preclinical studies and more than 15 ongoing or completed clinical trials and has a well-
characterized biodistribution, safety, tolerability and efficacy profile. In 2019, the FDA approved Zolgensma, the first systemic gene
therapy that utilizes AAV9, for the treatment of spinal muscular atrophy Type 1 in infants.

Intrathecal administration refers to the injection of a therapy directly into the CSF. The procedure is routinely performed in an
outpatient setting and is generally well tolerated. We intend to administer our product candidates intrathecally, as we believe that
intrathecal administration confers several advantages for the delivery of gene therapies to the CNS. In comparison to intravenous
administration, intrathecal administration allows for a lower dose of the therapy, as the vector is confined to the CNS with limited uptake
into off-target tissues. Because the CNS is immune-privileged, intrathecal gene therapy may be administered even in the presence of
pre-existing antibodies to AAV. Finally, intrathecally delivered gene therapies have limited exposure to peripheral organs, which enables
a higher concentration of vector to be delivered to the diseased tissue of interest. A growing body of literature supports the safety and
relevance of lumbar intrathecal injection to deliver AAV9 to the CNS and achieve favorable biodistribution and transgene expression
profiles. In comparison to other AAV serotypes, AAV9 administration through lumbar intrathecal injection has been shown to result in
superior transduction of multiple cells within the CNS.

We use a scalable production process for our product candidates using a suspension cell culture process in which mammalian
HEK?293 cells are transiently transfected with plasmid DNA. Our production process, including all process development, product
characterization, analytical capabilities and purification techniques, is designed to efficiently scale to support our clinical and commercial
development needs. The utilization of the AAV9 capsid across our product portfolio allows us to manufacture each product with minimal
changes to our optimized upstream and downstream process, since each of our product candidates differ primarily by their therapeutic
transgene.

Our Therapeutic Strategy

We design our product candidates based on the underlying biology of the disease target and the characteristics that we believe
will result in maximum therapeutic benefit for patients:

« Gene replacement therapies. To treat diseases or disorders caused by a missing gene or limited expression of a gene due
to loss-of-function mutations, we design our product candidates to replace the gene of interest. In general, these product
candidates are comprised
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of a codon-optimized DNA transgene that encodes the wild type gene of interest, coupled with a promoter selected to ensure
expression in the cell or tissue-type of interest.

* Regulated gene replacement therapies. In a number of disorders, including Rett syndrome and FOXG1 syndrome, the
expression of a therapeutic transgene needs to be regulated. In these disorders, high doses of transgene-expressing vectors
may be harmful, while low doses may avoid toxicity but be sub-therapeutic. For disorders that require replacement of dose-
sensitive genes, we have combined high-throughput microRNA, or miRNA, profiling and genome mining to create miRARE,
our novel miRNA target panel. This approach is designed to enable our product candidates to maintain safe transgene
expression levels in the brain. Importantly, this built-in regulation system is fully endogenous, and therefore does not require
any additional exogenous drug application.

« Vectorized miRNA gene therapies. In certain diseases within our pipeline, including Lafora disease, adult polyglucosan
body disease and tauopathies, the goal of our product candidates is to silence the expression of genes that are involved in or
considered to be the root cause of disease onset and progression. To accomplish this, we design transgenes that express
miRNA, which are small, non-coding sequences of RNA that result in silencing of gene expression.

« Vectorized shRNA gene therapies. In certain diseases such as Prader-Willi syndrome and Angelman syndrome, the goal of
our product candidates is to activate a constitutively silenced gene to generate a therapeutic effect under control of the
endogenous promoters of the cell. We utilize transgenes that express short-hairpin RNA, or shRNA, which, upon binding to the
target of interest, are designed to reactivate a silenced gene.

Our Next Generation Platform Technologies

In addition to our pipeline of AAV9 product candidates, we are building a suite of platforms to develop next-generation
technologies that can optimize key components of an AAV-based gene therapy.

Novel Route of Administration to Allow Redosing

We are advancing a novel AAV dosing platform with the potential to facilitate redosing by administering AAV-based gene
therapies directly to the vagus nerve. In preclinical studies in adult rats, we observed that AAV9 delivery to the vagus nerve resulted in
efficient targeting of the vagal neurons. In preclinical studies in dogs, AAV delivery to the vagus nerve was well tolerated at all doses.
Post-mortem analysis showed that vagal nerve fibers and neurons were microscopically normal.

We believe that direct administration of our AAV9 therapies to the vagus nerve could be useful to treat the peripheral and
autonomic manifestations of the CNS diseases in our pipeline. We plan to further evaluate the safety and feasibility of this approach in
non-human primates, or NHPs.

Regulated Transgene Expression Using miRARE

In a number of disorders, including Rett syndrome and FOXG1 syndrome, the expression of a therapeutic transgene needs to be
regulated. In these disorders, high doses of transgene-expressing vectors may be harmful, while low doses may avoid toxicity but be
sub-therapeutic. For disorders that require replacement of dose-sensitive genes, we have combined high-throughput miRNA, profiling
and genome mining to create miRARE, our novel miRNA target panel. This approach is designed to enable our product candidates to
maintain safe transgene expression levels in the brain.
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Importantly, this built-in regulation system is fully endogenous, and therefore does not require any additional exogenous drug
application.

Novel Capsid Identification

We are developing a novel AAV capsid platform that utilizes machine learning, capsid shuffling and directed evolution to improve
targeted delivery. Our approach allows us to identify capsids with improved properties in mice and NHPs in parallel to maximize their
translational relevance. We are utilizing single-molecule, real-time sequencing analysis for high throughput characterization of these
capsids.

We believe that our approach will allow us to rapidly identify new capsids to drive new product candidates for CNS disorders with
novel biodistribution and transduction profiles into our development pipeline.

Our History and Team

We believe that we have established a unique position in advancing the development of gene therapies. Our scientific founders,
Dr. Steven Gray, who serves as our Chief Scientific Advisor, and Dr. Berge Minassian, who serves as our Chief Medical Advisor, have
extensive experience in developing gene therapies and conducting clinical trials for complex CNS diseases. Our management team has
significant experience in discovering, developing, manufacturing, and commercializing gene therapies. The members of our leadership
team have specialized expertise developed at companies including Audentes Therapeutics, AveXis, BioMarin, PTC Therapeutics,
Rocket Pharmaceuticals and Sanofi-Genzyme. Our board of directors played an integral role in the formation of our company and is
comprised of Sean Nolan, the chairman of our board of directors and former Chief Executive Officer of AveXis, Phillip B. Donenberg, the
former Chief Financial Officer of AveXis, Paul Manning of PBM Capital, Sukumar Nagendran, M.D., the former Chief Medical Officer of
AveXis, and RA Session Il, our President, Chief Executive Officer and Founder. Since our inception, we have raised an aggregate of
$126.0 million of gross proceeds from the sale of preferred stock, including from leading institutional and life science investors such as
PBM Capital, certain funds managed by Fidelity Management & Research Company LLC, Nolan Capital, GV (formerly Google
Ventures), Invus, Casdin Capital, Franklin Templeton, Octagon Capital, Perceptive Advisors LLC, Sands Capital, ArrowMark Partners,
Venrock Healthcare Capital Partners and other mutual fund and institutional investors.

Risks Associated with Our Business

Our business is subject to numerous risks that you should be aware of before making an investment decision. These risks are
described more fully in the section titled “Risk Factors” and include, among others:

* We have incurred significant losses since our inception. We expect to incur losses over the next several years and may never
achieve or maintain profitability.

< Even if this offering is successful, we will need substantial additional funding to meet our financial obligations and to pursue our
business objectives. If we are unable to raise capital when needed, we could be forced to curtail our planned operations and
the pursuit of our growth strategy.

* We are very early in our development efforts and all of our product candidates are in preclinical development. If we are unable
to successfully develop, receive regulatory approval for and
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commercialize our product candidates for these or any other indications, or successfully develop any other product candidates,
or experience significant delays in doing so, our business will be harmed.

« Because gene therapy is novel and the regulatory landscape that governs any product candidates we may develop is rigorous,
complex, uncertain and subject to change, we cannot predict the time and cost of obtaining regulatory approval, if we receive it
at all, for any product candidates we may develop.

« The regulatory approval processes of the FDA, EMA and comparable foreign authorities are lengthy, time consuming and
inherently unpredictable. If we are not able to obtain required regulatory approval for our product candidates, our business will
be substantially harmed.

* We have not yet tested any product candidates in clinical trials. Success in preclinical studies or earlier clinical trials may not
be indicative of results in future clinical trials.

« We may not be successful in our efforts to build a pipeline of additional product candidates or our next-generation platform
technologies.

< Our business and operations may be adversely affected by the evolving and ongoing COVID-19 global pandemic.

* Gene therapies are novel, complex and difficult to manufacture. We could experience manufacturing problems that result in
delays in the development or commercialization of our product candidates or otherwise harm our business.

« We currently rely exclusively on our collaboration with UT Southwestern for our preclinical research and development
programs, including for discovering, preclinically developing and conducting all IND-enabling studies for our lead product
candidates and our near-term future pipeline. Failure or delay of UT Southwestern to fulfill all or part of its obligations to us
under the agreement, a breakdown in collaboration between the parties or a complete or partial loss of this relationship would
materially harm our business.

« Negative public opinion of gene therapy and increased regulatory scrutiny of gene therapy and genetic research may
adversely impact the development or commercial success of our current and future product candidates.

« We face significant competition from other biotechnology and pharmaceutical companies, and our operating results will suffer if
we fail to compete effectively.

» Third parties may initiate legal proceedings alleging that we are infringing their intellectual property rights, the outcome of
which would be uncertain. We are aware of issued patent or patents issued to REGENXBIO Inc., or REGENX, that claim AAV
vectors that have an AAV9 capsid serotype. If we commercialize any of our product candidates prior to the expiry of those
patents in 2026 without a license, REGENX could bring an action claiming infringement.

« If we are unable to obtain or protect intellectual property rights related to any of our product candidates, we may not be able to
compete effectively in our market.

Implications of Being an Emerging Growth Company and a Smaller Reporting Company

We qualify as an “emerging growth company” as defined in the Jumpstart Our Business Startups Act of 2012, or the JOBS Act.
For so long as we remain an emerging growth company, we may take advantage of relief from certain reporting requirements and other
burdens that are otherwise applicable generally to public companies. These provisions include:

« reduced obligations with respect to financial data, including only being required to present two years of audited financial
statements, in addition to any required unaudited interim financial
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statements with correspondingly reduced “Management’s Discussion and Analysis of Financial Condition and Results of
Operations” disclosure;

» an exception from compliance with the auditor attestation requirements of Section 404 of the Sarbanes-Oxley Act of 2002, as
amended;

» reduced disclosure about our executive compensation arrangements in our periodic reports, proxy statements and registration
statements;

« exemptions from the requirements of holding non-binding advisory votes on executive compensation or golden parachute
arrangements; and

« an exemption from compliance with the requirements of the Public Company Accounting Oversight Board regarding the
communication of critical audit matters in the auditor’s report on financial statements.

We may take advantage of these provisions until we no longer qualify as an emerging growth company. We will cease to qualify
as an emerging growth company on the date that is the earliest of: (i) December 31, 2025, (ii) the last day of the fiscal year in which we
have more than $1.07 billion in total annual gross revenues, (iii) the date on which we are deemed to be a “large accelerated filer” under
the rules of the U.S. Securities and Exchange Commission, which means the market value of our common stock that is held by
non-affiliates exceeds $700 million as of the prior June 30th, or (iv) the date on which we have issued more than $1.0 billion of
non-convertible debt over the prior three-year period. We may choose to take advantage of some but not all of these reduced reporting
burdens. We have taken advantage of certain reduced reporting requirements in this prospectus. Accordingly, the information contained
herein may be different than you might obtain from other public companies in which you hold equity interests.

In addition, under the JOBS Act, emerging growth companies can delay adopting new or revised accounting standards until such
time as those standards apply to private companies. We have elected to take advantage of the extended transition period to comply with
new or revised accounting standards and to adopt certain of the reduced disclosure requirements available to emerging growth
companies. As a result of the accounting standards election, we will not be subject to the same implementation timing for new or revised
accounting standards as other public companies that are not emerging growth companies, which may make comparison of our financials
to those of other public companies more difficult. As a result of these elections, the information that we provide in this prospectus may be
different than the information you may receive from other public companies in which you hold equity interests. In addition, it is possible
that some investors will find our common stock less attractive as a result of these elections, which may result in a less active trading
market for our common stock and higher volatility in our share price.

We are also a “smaller reporting company,” meaning that the market value of our shares held by non-affiliates plus the proposed
aggregate amount of gross proceeds to us as a result of this offering is less than $700 million and our annual revenue was less than
$100 million during the most recently completed fiscal year. We may continue to be a smaller reporting company after this offering if
either (i) the market value of our shares held by non-affiliates is less than $250 million or (ii) our annual revenue was less than
$100 million during the most recently completed fiscal year and the market value of our shares held by non-affiliates is less than
$700 million. If we are a smaller reporting company at the time we cease to be an emerging growth company, we may continue to rely
on exemptions from certain disclosure requirements that are available to smaller reporting companies. Specifically, as a smaller
reporting company, we may choose to present only the two most recent fiscal years of audited financial statements in our Annual Report
on Form 10-K and, similar to emerging
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growth companies, smaller reporting companies have reduced disclosure obligations regarding executive compensation.

Corporate Information

We were incorporated under the laws of the State of Texas in September 2019. In February 2020, we converted to a Delaware
corporation. Our principal executive offices are located at 2280 Inwood Road, Dallas, Texas 75235 and our telephone number is (214)
612-0000. Our website address is www.tayshagtx.com. The information contained on, or accessible through, our website is not
incorporated by reference into this prospectus. We have included our website in this prospectus solely as an inactive textual reference.
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Common stock offered by us
Underwriters’ option to purchase additional shares

Common stock to be outstanding immediately after this
offering

Use of proceeds

Risk factors

Proposed Nasdaq Global Market symbol

excludes:

subsequent to June 30, 2020;

The Offering
shares
shares
shares (or shares if the underwriters exercise in full their

option to purchase additional shares)
We estimate that the net proceeds from this offering will be approximately

$ million, (or approximately $ million if the underwriters
exercise in full their option to purchase up to additional shares of
common stock), assuming an initial public offering price of $ per

share, which is the midpoint of the price range set forth on the cover page of
this prospectus, after deducting the estimated underwriting discounts and
commissions and estimated offering expenses payable by us.

We currently intend to use the net proceeds from this offering, together with
our existing cash and cash equivalents, to and the remainder for
working capital and other general corporate purposes. See the section titled
“Use of Proceeds” beginning for additional information.

You should read the section titled “Risk Factors” for a discussion of factors you
should consider carefully, together with all the other information included in this
prospectus, before deciding to invest in our common stock.

“TSHA”

The number of shares of our common stock to be outstanding after this offering is based on 25,647,048 shares of our common
stock outstanding as of June 30, 2020, after giving effect to the conversion of all outstanding shares of our convertible preferred stock,
including the convertible preferred stock issued in July and August 2020, into an aggregate of 15,647,048 shares of common stock, and

< 15,000 shares of our common stock issuable upon the exercise of options under our 2020 Equity Incentive Plan, or the
Existing Plan, granted subsequent to June 30, 2020, at an exercise price of $16.23 per share;

e 705,882 shares of our restricted common stock awarded under the Existing Plan subsequent to June 30, 2020;

» 2,615,935 shares of common stock issuable upon the vesting of restricted stock units awarded under the Existing Plan

« 192,595 shares of our common stock reserved for future issuance under the Existing Plan, which shares will cease to be
available for issuance at the time our 2020 Stock Incentive Plan, or the New Plan becomes effective and will be added to, and
become available for issuance under, the New Plan;

11
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. shares of our common stock reserved for future issuance under our New Plan, which will become effective in
connection with this offering, as well as any automatic increases in the number of shares of common stock reserved for future
issuance under the New Plan; and

. shares of our common stock reserved for future issuance under our 2020 Employee Stock Purchase Plan, or the
ESPP, which will become effective in connection with this offering, as well as any automatic increases in the number of shares
of common stock reserved for future issuance under the ESPP.

Unless otherwise indicated, all information contained in this prospectus, including the number of shares of common stock that will
be outstanding after this offering, assumes or gives effect to:

« the conversion of all outstanding shares of our convertible preferred stock on a one-for-one basis into an aggregate of
15,647,048 shares of our common stock, which will occur upon the closing of this offering;

e a -for- stock split of our common stock effected on ;
« the filing and effectiveness of our amended and restated certificate of incorporation upon the closing of this offering;
* no exercise of the outstanding options referred to above after June 30, 2020; and

¢ no exercise by the underwriters of their option to purchase additional shares of our common stock.

12
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SUMMARY FINANCIAL DATA

The following tables set forth our summary statement of operations data for the period from September 20, 2019 (the date of our
inception) through December 31, 2019. We have derived the statement of operations data for the period from September 20, 2019 (the
date of our inception) through December 31, 2019 from our audited financial statements appearing elsewhere in this prospectus. The
statement of operations data for the six months ended June 30, 2020 and the balance sheet data as of June 30, 2020 have been
derived from our unaudited condensed consolidated financial statements appearing elsewhere in this prospectus and have been
prepared on the same basis as the audited financial statements. In the opinion of management, the unaudited data reflects all
adjustments, consisting only of normal recurring adjustments, considered necessary for a fair presentation of the financial information in
those statements.

You should read the following summary financial data together with our financial statements and the related notes thereto
included elsewhere in this prospectus and the sections of this prospectus titled “Selected Financial Data” and “Management’s
Discussion and Analysis of Financial Condition and Results of Operations.” The summary financial data in this section are not intended
to replace our financial statements and are qualified in their entirety by our financial statements and related notes included elsewhere in
this prospectus. Our historical results are not necessarily indicative of the results that should be expected in the future.

Period from September 20,

2019 (Date of Inception) Six Months Ended
through December 31, 2019 June 30, 2020
Statement of Operations Data:
(in thousands, except share and per share data)
Operating expenses:
Research and development $ 987 $ 8,576
General and administrative 128 1,018
Total operating expenses 1,115 9,594
Loss from operations (2,115) (9,594)
Other expense:
Change in fair value of preferred stock tranche liability — (17,030)
Interest expense — (27)
Total other expense — (17,057)
Net loss $ (1,115) $ (26,651)
Net loss per common share, basic and diluted $ (0.13) $ (2.67)
Weighted average common shares outstanding, basic and diluted 8,834,951 10,000,000
Pro forma net loss per common share, basic and diluted
(unaudited)(1) $ (1.91)
Weighted average shares outstanding used in computing pro
forma net loss per share (unaudited)(1) 13,924,176

(1) See Note 6 to our unaudited condensed consolidated financial statements appearing elsewhere in this prospectus for an
explanation of the method used to calculate historical and pro forma net loss per share and historical and pro forma weighted
average common shares outstanding.
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As of June 30, 2020

Pro Pro Forma
Actual Forma(1) As Adjusted(2)
Balance Sheet Data:
(in thousands)
Cash and cash equivalents $ 11,200 $118,252 $
Working (deficit) capital(3) (8,791) 115,437
Total assets 11,318 118,370
Preferred stock tranche liability 17,176 —
Convertible preferred stock 18,014 —
Accumulated deficit (27,766) (27,766)
Total stockholders’ (deficit) equity (26,786) 115,456
(1)  The pro forma column reflects (i) the receipt of $107.1 million in aggregate net proceeds from the issuance and sale of our Series

A and Series B convertible preferred stock in July and August 2020 and the related settlement of the convertible preferred stock
tranche liability and (ii) the conversion of all of the outstanding preferred shares of our convertible preferred stock into an
aggregate of 15,647,048 shares of our common stock upon completion of this offering, including the conversion of 3,800,000
shares of Series A convertible preferred stock issued in July 2020 and 5,647,048 shares of Series B convertible preferred stock
issued in July and August 2020, as if such conversion had occurred on June 30, 2020.

The pro forma as adjusted column reflects the pro forma adjustments set forth above and the sale of shares of
common stock in this offering at an assumed initial public offering price of $ per share, which is the midpoint of the price
range set forth on the cover page of this prospectus, after deducting estimated underwriting fees and commissions and estimated
offering expenses payable by us. This pro forma as adjusted information is illustrative only and will depend on the actual initial
public offering price and other terms of this offering determined at pricing. Each $1.00 increase or decrease in the assumed initial
public offering price of $ per share, which is the midpoint of the price range set forth on the cover page of this
prospectus, would increase or decrease the pro forma as adjusted amount of each of cash and cash equivalents, working capital,
total assets and total stockholders’ equity by $ million, assuming that the number of shares offered by us, as set forth
on the cover page of this prospectus, remains the same and after deducting the estimated underwriting discounts and
commissions. Each increase or decrease of 1.0 million in the number of shares we are offering would increase or decrease the
pro forma as adjusted amount of each of cash and cash equivalents, working capital, total assets and total stockholders’ equity by
$ million, assuming no change in the assumed initial public offering price per share and after deducting the estimated
underwriting discounts and commissions.

We define working (deficit) capital as current assets less current liabilities. See our financial statements appearing elsewhere in
this prospectus.
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RISK FACTORS

Investing in our common stock involves a high degree of risk. You should consider carefully the risks and uncertainties described
below, together with all of the other information in this prospectus, including our financial statements and related notes, before deciding
whether to purchase shares of our common stock. The risks and uncertainties described below are not the only ones we face. Additional
risks and uncertainties that we are unaware of, or that we currently believe are not material, may also become important factors that affect
us. If any of the following risks are realized, our business, financial condition, results of operations and prospects could be materially and
adversely affected. In that event, the price of our common stock could decline, and you could lose part or all of your investment.

Risks Related to our Financial Position and Capital Needs

We have incurred significant losses since our inception. We expect to incur losses over the next several years and may never
achieve or maintain profitability.

Since our inception, we have incurred significant net losses, and we expect to continue to incur significant expenses and operating
losses for the foreseeable future. Our net losses were $1.1 million and $26.7 million for the period from September 20, 2019 (the date of our
inception) through December 31, 2019 and for the six months ended June 30, 2020, respectively. As of June 30, 2020, we had an
accumulated deficit of $27.8 million. We have financed our operations with $126.0 million in gross proceeds raised in our private placements
of convertible preferred stock through August 2020. We have no products approved for commercialization and have never generated any
revenue from product sales.

All of our product candidates are still in the preclinical testing stage. We expect to continue to incur significant expenses and operating
losses over the next several years. We expect that it could be several years, if ever, before we have a commercialized product. Our net
losses may fluctuate significantly from quarter to quarter and year to year. We anticipate that our expenses will increase substantially as we:

« continue to advance the preclinical and clinical development of our product candidates and preclinical and discovery programs;

« conduct our planned clinical trials of TSHA-101 and TSHA-118, as well as initiate and complete additional clinical trials of
TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 and future product candidates;

« seek regulatory approval for any product candidates that successfully complete clinical trials;

« continue to develop our gene therapy product candidate pipeline and next-generation platforms;

« scale up our clinical and regulatory capabilities;

* manufacture current good manufacturing practices, or cGMP, material for clinical trials or potential commercial sales;
» establish and validate a commercial-scale cGMP manufacturing facility;

« 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;

< adapt our regulatory compliance efforts to incorporate requirements applicable to marketed products;
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* maintain, expand and protect our intellectual property portfolio;
« hire additional clinical, manufacturing quality control, regulatory, manufacturing and scientific and administrative personnel;

* add operational, financial and management information systems and personnel, including personnel to support our product
development and planned future commercialization efforts; and

« incur additional legal, accounting and other expenses in operating as a public company.

To date, we have not generated any revenue. To become and remain profitable, we must succeed in developing and eventually
commercializing product candidates that generate significant revenue. This will require us to be successful in a range of challenging
activities, including completing preclinical testing and clinical trials of our product candidates, obtaining regulatory approval, and
manufacturing, marketing and selling any product candidates for which we may obtain regulatory approval, as well as discovering and
developing additional product candidates. We are only in the preliminary stages of most of these activities and all of our product candidates
are in preclinical development. We may never succeed in these activities and, even if we do, may never generate any revenue or revenue
that is significant enough to achieve profitability.

Even if we achieve profitability, we may not be able to sustain or increase profitability on a quarterly or annual basis. Our failure to
become and remain profitable would depress the value of our company and could impair our ability to raise capital, expand our business,
maintain our development efforts, obtain product approvals, diversify our offerings or continue our operations. A decline in the value of our
company could also cause you to lose all or part of your investment.

We have a limited operating history and no history of commercializing products, which may make it difficult for an investor to
evaluate the success of our business to date and to assess our future viability.

We are a preclinical-stage gene therapy company with a limited operating history. We commenced operations in 2019, and our
operations to date have been largely focused on organizing and staffing our company, business planning, raising capital and entering into
collaboration and license agreements for conducting preclinical research and development activities for our product candidates and gene
therapy pipeline. To date, we have not yet demonstrated our ability to successfully complete clinical trials, including pivotal clinical trials,
obtain regulatory approvals, manufacture a product on a commercial scale, or arrange for a third party to do so on our behalf, or conduct
sales and marketing activities necessary for successful commercialization. Consequently, any predictions you make about our future success
or viability may not be as accurate as they could be if we had a longer operating history or a history of successfully developing and
commercializing products.

We may encounter unforeseen expenses, difficulties, complications, delays and other known or unknown factors in achieving our
business objectives. We will need to develop commercial capabilities, and we may not be successful in doing so.

Even if this offering is successful, we will need substantial additional funding to meet our financial obligations and to pursue our
business objectives. If we are unable to raise capital when needed, we could be forced to curtail our planned operations and the
pursuit of our growth strategy.

Our operations have consumed substantial amounts of cash since inception. Identifying potential product candidates and conducting
preclinical testing and clinical trials is a time-consuming, expensive
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and uncertain process that takes years to complete, and we may never generate the necessary data or results required to obtain regulatory
approval and achieve product sales. We expect to continue to incur significant expenses and operating losses over the next several years as
we conduct clinical trials of our product candidates, initiate future clinical trials of our product candidates, advance our preclinical programs,
seek marketing approval for any product candidates that successfully complete clinical trials and advance any of our other product
candidates we may develop or otherwise acquire. In addition, our product candidates, if approved, may not achieve commercial success. Our
revenue, if any, will be derived from sales of products that we do not expect to be commercially available for a number of years, if at all. If we
obtain marketing approval for any product candidates that we develop or otherwise acquire, we expect to incur significant commercialization
expenses related to product sales, marketing, distribution and manufacturing. We also expect an increase in our expenses associated with
creating additional infrastructure to support operations as a public company.

As of June 30, 2020, we had cash and cash equivalents of $11.2 million. In July and August 2020, we received $107.1 million in
aggregate net proceeds from the issuance and sale of our Series A and Series B convertible preferred stock financings. We believe that the
anticipated net proceeds from this offering, together with our existing cash and cash equivalents, will be sufficient to fund our operating
expenses and capital requirements into . This estimate is based on assumptions that may prove to be wrong, and we could use
our available capital resources sooner than we expect. Changes may occur beyond our control that would cause us to consume our available
capital before that time, including changes in and progress of our development activities, acquisitions of additional product candidates, and
changes in regulation. Our future capital requirements will depend on many factors, including:

« the scope, progress, costs and results of discovery, preclinical development, laboratory testing and clinical trials for TSHA-101,
TSHA-118, TSHA-102, TSHA-103, TSHA-104 and future product candidates;

« the extent to which we develop, in-license or acquire other product candidates and technologies in our gene therapy product
candidate pipeline;

« the costs and timing of process development and manufacturing scale-up activities associated with our product candidates and
other programs as we advance them through preclinical and clinical development;

< the number and development requirements of product candidates that we may pursue;
 the costs, timing and outcome of regulatory review of our product candidates;

< our headcount growth and associated costs as we expand our research and development capabilities and establish a commercial
infrastructure;

« the costs of establishing and maintaining our own commercial-scale cGMP manufacturing facility;

« the costs and timing of future commercialization activities, including product manufacturing, marketing, sales, and distribution, for
any of our product candidates for which we receive marketing approval;

« the costs and timing of preparing, filing and prosecuting patent applications, maintaining and enforcing our intellectual property
rights and defending any intellectual property-related claims;

« the revenue, if any, received from commercial sales of our product candidates for which we receive marketing approval; and

« the costs of operating as a public company.

We will require additional capital to achieve our business objectives. Additional funds may not be available on a timely basis, on
favorable terms, or at all, and such funds, if raised, may not be sufficient

17



Table of Contents

to enable us to continue to implement our long-term business strategy. Further, our ability to raise additional capital may be adversely
impacted by potential worsening global economic conditions and the recent disruptions to and volatility in the credit and financial markets in
the United States and worldwide resulting from the ongoing COVID-19 pandemic. If we are unable to raise sufficient additional capital, we
could be forced to curtail our planned operations and the pursuit of our growth strategy.

Raising additional capital may cause dilution to our stockholders, restrict our operations or require us to relinquish rights to our
technologies or product candidates.

Until such time, if ever, as we can generate substantial revenue, we may finance our cash needs through a combination of equity
offerings, government or private party grants, debt financings and license and collaboration agreements. We do not currently have any other
committed external source of funds. To the extent that we raise additional capital through the sale of equity or convertible debt securities,
your ownership interest will be diluted, and the terms of these securities may include liquidation or other preferences that adversely affect
your rights as a common stockholder. Debt financing and preferred equity financing, if available, may involve agreements that include
covenants limiting or restricting our ability to take specific actions, such as incurring additional debt, making capital expenditures or declaring
dividends.

If we raise additional funds through collaborations, strategic alliances or marketing, distribution or licensing arrangements with third
parties, we may be required to relinquish valuable rights to our technologies, future revenue streams or product candidates, grant licenses on
terms that may not be favorable to us or commit to future payment streams. If we are unable to raise additional funds through equity or debt
financings when needed, we may be required to delay, limit, reduce or terminate our product development or future commercialization efforts
or grant rights to develop and market product candidates that we would otherwise prefer to develop and market ourselves.

Risks Related to the Development of our Product Candidates

We are very early in our development efforts and all of our product candidates are in preclinical development. If we are unable to
successfully develop, receive regulatory approval for and commercialize our product candidates for these or any other indications,
or successfully develop any other product candidates, or experience significant delays in doing so, our business will be harmed.

We are very early in our development efforts and all of our product candidates are still in preclinical development. We expect to
commence a Phase 1/2 clinical trial of TSHA-101 by the end of 2020 under a Clinical Trial Agreement, or CTA, with Health Canada, and we
intend to initiate a Phase 1/2 clinical trial of TSHA-118 under a currently open IND. Each of our programs and product candidates will require
additional preclinical and/or clinical development, regulatory approval, obtaining manufacturing supply, capacity and expertise, building a
commercial organization or successfully outsourcing commercialization, substantial investment and significant marketing efforts before we
generate any revenue from product sales. We do not have any products that are approved for commercial sale, and we may never be able to
develop or commercialize marketable products.

Our ability to generate revenue from our product candidates, which we do not expect will occur for several years, if ever, will depend
heavily on the successful development, regulatory approval and eventual commercialization of our product candidates. The success of
TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any other product candidates that we develop or otherwise may acquire will
depend on several factors, including:

« timely and successful completion of preclinical studies, including toxicology studies, biodistribution studies and minimally efficacious
dose studies in animals, where applicable, and clinical trials;
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« effective investigational new drug applications, or INDs, from the U.S. Food and Drug Administration, or the FDA, or comparable
foreign applications that allow commencement of our planned clinical trials or future clinical trials for our product candidates;

 sufficiency of our financial and other resources to complete the necessary preclinical studies and clinical trials;

« successful enroliment and completion of clinical trials, including under the FDA's current Good Clinical Practices, or GCPs, and
current Good Laboratory Practices;

» successful development of, or making arrangements with third-party manufacturers for, our commercial manufacturing processes
for any of our product candidates that receive regulatory approval,

« receipt of timely marketing approvals from applicable regulatory authorities;
» launching commercial sales of products, if approved, whether alone or in collaboration with others;

» acceptance of the benefits and use of our products, including method of administration, if approved, by patients, the medical
community and third-party payors, for their approved indications;

« the prevalence and severity of adverse events experienced with TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any
other product candidates;

« the availability, perceived advantages, cost, safety and efficacy of alternative therapies for any product candidate, and any
indications for such product candidate, that we develop;

e our ability to produce TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any other product candidates we develop on a
commercial scale;

< obtaining and maintaining patent, trademark and trade secret protection and regulatory exclusivity for our product candidates and
otherwise protecting our rights in our intellectual property portfolio;

* maintaining compliance with regulatory requirements, including cGMPs, and complying effectively with other procedures;

« obtaining and maintaining third-party coverage and adequate reimbursement and patients’ willingness to pay out-of-pocket in the
absence of such coverage and adequate reimbursement; and

« maintaining a continued acceptable safety, tolerability and efficacy profile of the products following approval.
If we are not successful with respect to one or more of these factors in a timely manner or at all, we could experience significant

delays or an inability to successfully commercialize the product candidates we develop, which would materially harm our business. If we do
not receive marketing approvals for any product candidate we develop, we may not be able to continue our operations.

We intend to identify and develop novel gene therapy product candidates, which makes it difficult to predict the time, cost and
potential success of product candidate development.

Our strategy is to identify, develop and commercialize gene therapy product candidates using an adeno-associated virus serotype 9,
or AAV9, capsid for intrathecal delivery of therapeutic transgenes to certain kinds of cells. Our future success depends on the successful
development of these novel therapeutic approaches. To date, very few products that utilize gene transfer have been approved in
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the United States or Europe and no gene therapy products that utilize an intrathecal method of administration have been approved. There
have been a limited number of clinical trials of gene transduction technologies, with only two product candidates ever approved by the FDA.

Although AAV9 has been tested in numerous clinical trials and is used in two currently approved products, we cannot be certain that
our AAV9 product candidates will successfully complete preclinical studies and clinical trials, or that they will not cause significant adverse
events or toxicities. We also cannot be certain that we will be able to avoid triggering toxicities in our future preclinical studies or clinical trials
or that our intrathecal method of administration will not cause unforeseen side effects or other challenges. Any such results could impact our
ability to develop a product candidate, including our ability to enroll patients in our clinical trials. As a result of these factors, it is more difficult
for us to predict the time and cost of product candidate development, and we cannot predict whether the application of our approach to gene
therapy, or any similar or competitive programs, will result in the identification, development, and regulatory approval of any product
candidates, or that other gene therapy programs will not be considered better or more attractive. There can be no assurance that any
development problems we experience in the future related to our current gene therapy product candidates or any of our research programs
will not cause significant delays or unanticipated costs, or that such development problems can be solved. We may also experience delays
and challenges in achieving sustainable, reproducible, and scalable production. Any of these factors may prevent us from completing our
preclinical studies or clinical trials or commercializing any product candidates we may develop on a timely or profitable basis, if at all.

Because gene therapy is novel and the regulatory landscape that governs any product candidates we may develop is rigorous,
complex, uncertain and subject to change, we cannot predict the time and cost of obtaining regulatory approval, if we receive it at
all, for any product candidates we may develop.

The regulatory requirements that will govern any novel gene therapy product candidates we develop are not entirely clear and are
subject to change. Within the broader genetic medicine field, very few therapeutic products have received marketing authorization from the
FDA or the European Medicines Agency, or the EMA. Even with respect to more established products that fit into the categories of gene
therapies or cell therapies, the regulatory landscape is still developing. Regulatory requirements governing gene therapy products and cell
therapy products have changed frequently and will likely continue to change in the future. Moreover, there is substantial overlap in those
responsible for regulation of existing gene therapy products and cell therapy products. For example, in the United States, the FDA has
established the Office of Tissues and Advanced Therapies within its Center for Biologics Evaluation and Research, or CBER, to consolidate
the review of gene therapy and related products, and the Cellular, Tissue and Gene Therapies Advisory Committee to advise CBER on its
review.

Our product candidates will need to meet safety and efficacy standards applicable to any new biologic under the regulatory framework
administered by the FDA. In addition to FDA oversight and oversight by institutional review boards, or IRBs, under guidelines promulgated by
the National Institutes of Health, or NIH, gene therapy clinical trials are also subject to review and oversight by an institutional biosafety
committee, or 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.
While the NIH guidelines are not mandatory unless the research in question is being conducted at or sponsored by institutions receiving NIH
funding of recombinant or synthetic nucleic acid molecule research, many companies and other institutions not otherwise subject to the NIH
Guidelines voluntarily follow them. Although the FDA decides whether individual gene therapy protocols may proceed, the review process
and determinations of other reviewing bodies can impede or delay the initiation of a clinical trial, even if the FDA has reviewed the trial and
approved its initiation.
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The same applies in the European Union. The EMA's Committee for Advanced Therapies, or CAT, is responsible for assessing the
quality, safety, and efficacy of advanced-therapy medicinal products. Advanced-therapy medicinal products include gene therapy medicines,
somatic-cell therapy medicines and tissue-engineered medicines. The role of the CAT is to prepare a draft opinion on an application for
marketing authorization for a gene therapy medicinal candidate that is submitted to the EMA. In the European Union, the development and
evaluation of a gene therapy product must be considered in the context of the relevant EU guidelines. The EMA may issue new guidelines
concerning the development and marketing authorization for gene therapy products and require that we comply with these new guidelines.
As a result, the procedures and standards applied to gene therapy products and cell therapy products may be applied to any gene therapy
product candidate we may develop, but that remains uncertain at this point.

Adverse developments in preclinical studies or clinical trials conducted by others in the field of gene therapy and gene regulation
products may cause the FDA, the EMA, and other regulatory bodies to revise the requirements for approval of any product candidates we
may develop or limit the use of products utilizing gene regulation technologies, either of which could harm our business. In addition, the
clinical trial requirements of the FDA, the EMA, and other regulatory authorities and the criteria these regulators use to determine the safety
and efficacy of a product candidate vary substantially according to the type, complexity, novelty, and intended use and market of the potential
products. The regulatory approval process for product candidates such as ours can be more expensive and take longer than for other, better
known, or more extensively studied pharmaceutical or other product candidates. Further, as we are developing novel potential treatments for
diseases in which, in some cases, there is little clinical experience with potential new endpoints and methodologies, there is heightened risk
that the FDA, the EMA or other regulatory bodies may not consider the clinical trial endpoints to provide clinically meaningful results, and the
resulting clinical data and results may be more difficult to analyze. In addition, we may not be able to identify or develop appropriate animal
disease models to enable or support planned clinical development. Any natural history studies that we may conduct or rely upon in our
clinical development may not be accepted by the FDA, EMA or other regulatory authorities. Regulatory agencies administering existing or
future regulations or legislation may not allow production and marketing of products utilizing gene regulation technology in a timely manner or
under technically or commercially feasible conditions. In addition, regulatory action or private litigation could result in expenses, delays, or
other impediments to our research programs or the commercialization of resulting products. Further, approvals by one regulatory agency may
not be indicative of what other regulatory agencies may require for approval.

The regulatory review committees and advisory groups described above and the new guidelines they promulgate may lengthen the
regulatory review process, require us to perform additional preclinical studies or clinical trials, increase our development costs, lead to
changes in regulatory positions and interpretations, delay or prevent approval and commercialization of these treatment candidates, or lead
to significant post-approval limitations or restrictions. As we advance our research programs and develop future product candidates, we will
be required to consult with these regulatory and advisory groups and to comply with applicable guidelines. If we fail to do so, we may be
required to delay or discontinue development of any product candidates we identify and develop. These additional processes may result in a
review and approval process that is longer than we otherwise would have expected. Delays as a result of an increased or lengthier regulatory
approval process or further restrictions on the development of our product candidates can be costly and could negatively impact our ability to
complete clinical trials and commercialize our current and future product candidates in a timely manner, if at all.
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Preclinical studies and clinical trials are expensive, time-consuming, difficult to design and implement and involve an uncertain
outcome. Further, we may encounter substantial delays in completing the development of our product candidates.

All of our product candidates are in preclinical development and their risk of failure is high. The clinical trials and manufacturing of our
product candidates are, and the manufacturing and marketing of our products, if approved, will be, subject to extensive and rigorous review
and regulation by numerous government authorities in the United States and in other countries where we intend to test and market our
product candidates. Before obtaining regulatory approvals for the commercial sale of any of our product candidates, we must demonstrate
through lengthy, complex and expensive preclinical testing and clinical trials that our product candidates are both safe and effective for use in
each target indication. In particular, because our product candidates are subject to regulation as biological products, we will need to
demonstrate that they are safe, pure and potent for use in their target indications. Each product candidate must demonstrate an adequate
risk versus benefit profile in its intended patient population and for its intended use.

Clinical testing is expensive and can take many years to complete, and is subject to uncertainty. We cannot guarantee that any clinical
trials will be conducted as planned or completed on schedule, if at all. Failure can occur at any time during the clinical trial process. Even if
our future clinical trials are completed as planned, we cannot be certain that their results will support the safety and effectiveness of our
product candidates for their targeted indications or support continued clinical development of such product candidates. Our future clinical trial
results may not be successful.

In addition, even if such trials are successfully completed, we cannot guarantee that the FDA or foreign regulatory authorities will
interpret the results as we do, and more trials could be required before we submit our product candidates for approval. This is particularly
true for clinical trials in very rare diseases, such as with TSHA-101 for the treatment of GM2 gangliosidosis, TSHA-118 for the treatment of
CLN1 disease (or infantile Batten disease), and TSHA-102 for the treatment of Rett syndrome, where the very small patient population
makes it difficult or impossible to conduct two traditional, adequate and well-controlled studies, and therefore the FDA or comparable foreign
regulatory authorities are often required to exercise flexibility in approving therapies for such diseases. Moreover, results acceptable to
support approval in one jurisdiction may be deemed inadequate by another regulatory authority to support regulatory approval in that other
jurisdiction. To the extent that the results of the trials are not satisfactory to the FDA or foreign regulatory authorities for support of a
marketing application, we may be required to expend significant resources, which may not be available to us, to conduct additional trials in
support of potential approval of our product candidates.

To date, we have not initiated or completed any clinical trials required for the approval of our product candidates. We may experience
delays in conducting any clinical trials and we do not know whether our clinical trials will begin on time, need to be redesigned, recruit and
enroll patients on time or be completed on schedule, or at all. Events that may prevent successful or timely completion of clinical
development include:

* inability to generate sufficient preclinical, toxicology, or other in vivo or in vitro data to support the initiation of clinical trials;

» delays in sufficiently developing, characterizing or controlling a manufacturing process suitable for advanced clinical trials, including
our natural history studies;

« delays in developing suitable assays for screening patients for eligibility for trials with respect to certain product candidates;

« delays in reaching agreement with the FDA, EMA or other regulatory authorities as to the design or implementation of our clinical
trials;
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obtaining regulatory approval to commence a clinical trial;

reaching an agreement on acceptable terms with clinical trial sites or prospective contract research organizations, or CROs, the
terms of which can be subject to extensive negotiation and may vary significantly among different clinical trial sites;

obtaining IRB approval at each trial site;

recruiting suitable patients to participate in a clinical trial;

having patients complete a clinical trial or return for post-treatment follow-up;

clinical sites, CROs or other third parties deviating from trial protocol or dropping out of a trial;

failure to perform in accordance with the FDA's GCP requirements, or applicable regulatory guidelines in other countries;

addressing patient safety concerns that arise during the course of a trial, including occurrence of adverse events associated with
the product candidate that are viewed to outweigh its potential benefits;

adding a sufficient number of clinical trial sites; or

manufacturing sufficient quantities of product candidate for use in clinical trials.

We may experience numerous unforeseen events during, or as a result of, clinical trials that could delay or prevent our ability to
receive marketing approval or commercialize our product candidates or significantly increase the cost of such trials, including:

we may experience changes in regulatory requirements or guidance, or receive feedback from regulatory authorities that requires
us to modify the design of our clinical trials;

clinical trials of our product candidates may produce negative or inconclusive results, and we may decide, or regulators may require
us, to conduct additional clinical trials or abandon development programs;

the number of patients required for clinical trials of our product candidates may be larger than we anticipate, enroliment in these
clinical trials may be slower than we anticipate or participants may drop out of these clinical trials at a higher rate than we
anticipate;

our third-party contractors may fail to comply with regulatory requirements or meet their contractual obligations to us in a timely
manner, or at all;

we or our investigators might have to suspend or terminate clinical trials of our product candidates for various reasons,
including non-compliance with regulatory requirements, a finding that our product candidates have undesirable side effects or other
unexpected characteristics, or a finding that the participants are being exposed to unacceptable health risks;

the cost of clinical trials of our product candidates may be greater than we anticipate and we may not have funds to cover the costs;

the supply or quality of our product candidates or other materials necessary to conduct clinical trials of our product candidates may
be insufficient or inadequate;

regulators may revise the requirements for approving our product candidates, or such requirements may not be as we anticipate;
and

any future collaborators that conduct clinical trials may face any of the above issues, and may conduct clinical trials in ways they
view as advantageous to them but that are suboptimal for us.
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If we are required to conduct additional clinical trials or other testing of our product candidates beyond those that we currently
contemplate, if we are unable to successfully complete clinical trials of our product candidates or other testing, if the results of these trials or
tests are not positive or are only modestly positive or if there are safety concerns, we may:

e incur unplanned costs;

« be delayed in obtaining marketing approval for our product candidates or not obtain marketing approval at all;
« obtain marketing approval in some countries and not in others;

< obtain marketing approval for indications or patient populations that are not as broad as intended or desired;

« obtain marketing approval with labeling that includes significant use or distribution restrictions or safety warnings, including boxed
warnings or Risk Evaluation and Mitigation Strategies, or REMS;

» be subject to additional post-marketing testing requirements; or

» have the product removed from the market after obtaining marketing approval.

We could encounter delays if a clinical trial is suspended or terminated by us, by the IRBs of the institutions in which such trials are
being conducted, by the Data Safety Monitoring Board for such trial or by the FDA, EMA or other regulatory authorities. Such authorities may
impose such a suspension or termination due to a number of factors, including failure to conduct the clinical trial in accordance with
regulatory requirements or our clinical protocols, inspection of the clinical trial operations or trial site by the FDA, EMA or other regulatory
authorities resulting in the imposition of a clinical hold, unforeseen safety issues or adverse side effects, failure to demonstrate a benefit from
using a drug, changes in governmental regulations or administrative actions or lack of adequate funding to continue the clinical trial.

All of our product candidates will require extensive clinical testing before we are prepared to submit a biologics license application, or
BLA, or marketing authorization application, or MAA, for regulatory approval. We cannot predict with any certainty if or when we might
complete the clinical development for our product candidates and submit a BLA or MAA for regulatory approval of any of our product
candidates or whether any such BLA or MAA will be approved. We may also seek feedback from the FDA, EMA or other regulatory
authorities on our clinical development program, and the FDA, EMA or such regulatory authorities may not provide such feedback on a timely
basis, or such feedback may not be favorable, which could further delay our development programs.

We cannot predict with any certainty whether or when we might complete a given clinical trial. If we experience delays in the
commencement or completion of our clinical trials, or if we terminate a clinical trial prior to completion, the commercial prospects of our
product candidates could be harmed, and our ability to generate revenues from our product candidates may be delayed or lost. In addition,
any delays in our clinical trials could increase our costs, slow down the development and approval process and jeopardize our ability to
commence product sales and generate revenues. Any of these occurrences may harm our business, financial condition and results of
operations. In addition, many of the factors that cause, or lead to, a delay in the commencement or completion of clinical trials may also
ultimately lead to the denial of regulatory approval of our product candidates.
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The regulatory approval processes of the FDA, EMA and comparable foreign authorities are lengthy, time consuming and
inherently unpredictable. If we are not able to obtain required regulatory approval for our product candidates, our business will be
substantially harmed.

The time required to obtain approval or other marketing authorizations by the FDA, EMA and comparable foreign authorities is
unpredictable, and it typically takes many years following the commencement of clinical trials and depends upon numerous factors, including
the substantial discretion of the regulatory authorities. In addition, approval policies, regulations, and the type and amount of clinical data
necessary to gain approval may change during the course of a product candidate’s clinical development and may vary among jurisdictions.
We have not obtained regulatory approval for any product candidate, and it is possible that we may never obtain regulatory approval for any
product candidates we may seek to develop in the future. Neither we nor any current or future collaborator is permitted to market any drug
product candidates in the United States until we receive regulatory approval of a BLA from the FDA, and we cannot market it in the European
Union until we receive approval for a MAA from the EMA, or other required regulatory approval in other countries. To date, we have had only
limited discussions with the FDA regarding clinical development programs or regulatory approval for any product candidate within the United
States. In addition, we have only had limited discussions with Health Canada, and no discussions with the EMA and other comparable
foreign authorities, regarding clinical development programs or regulatory approval for any product candidate outside of the United States.

Prior to obtaining approval to commercialize any drug product candidate in the United States or abroad, we must demonstrate with
substantial evidence from well-controlled clinical trials, and to the satisfaction of the FDA or foreign regulatory agencies, that such product
candidates are safe, pure and effective for their intended uses. Results from preclinical studies and clinical trials can be interpreted in
different ways. Even if we believe the preclinical or clinical data for our product candidates are promising, such data may not be sufficient to
support approval by the FDA and other regulatory authorities. The FDA may also require us to conduct additional preclinical studies or
clinical trials for our product candidates either prior to or after approval, or it may object to elements of our clinical development programs.

Of the large number of products in development, only a small percentage successfully complete the FDA or foreign regulatory
approval processes and are commercialized. The lengthy approval and marketing authorization process as well as the unpredictability of
future clinical trial results may result in our failing to obtain regulatory approval and marketing authorization to market our product candidates,
which would significantly harm our business, financial condition, results of operations and prospects.

We have invested a significant portion of our time and financial resources in the development of our preclinical product candidates.
Our business is dependent on our ability to successfully complete preclinical and clinical development of, obtain regulatory approval for, and,
if approved, successfully commercialize TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 and any future product candidates in a
timely manner.

Even if we eventually complete clinical testing and receive approval of a BLA or foreign marketing application for TSHA-101, TSHA-
118, TSHA-102, TSHA-103, TSHA-104 or any future product candidates, the FDA, EMA or the applicable foreign regulatory agency may
grant approval or other marketing authorization contingent on the performance of costly additional clinical trials, including post-marketing
clinical trials. The FDA, EMA or the applicable foreign regulatory agency also may approve or authorize for marketing a product candidate for
a more limited indication or patient population than we originally request, and the FDA, EMA or applicable foreign regulatory agency may not
approve or authorize the labeling that we believe is necessary or desirable for the successful commercialization of a product candidate. Any
delay in obtaining, or inability to obtain, applicable regulatory approval or other marketing authorization would delay or prevent
commercialization of that product candidate and would materially adversely impact our business and prospects.
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In addition, the FDA, EMA and other regulatory authorities may change their policies, issue additional regulations or revise existing
regulations, or take other actions, which may prevent or delay approval of our future products under development on a timely basis. Such
policy or regulatory changes could impose additional requirements upon us that could delay our ability to obtain approvals, increase the costs
of compliance or restrict our ability to maintain any marketing authorizations we may have obtained.

We have not yet tested any product candidates in clinical trials. Success in preclinical studies or earlier clinical trials may not be
indicative of results in future clinical trials.

Success in preclinical testing and early clinical trials does not ensure that later clinical trials will generate the same results or
otherwise provide adequate data to demonstrate the efficacy and safety of a product candidate. Preclinical tests and Phase 1 and Phase 2
clinical trials are primarily designed to test safety, to study pharmacokinetics and pharmacodynamics and to understand the side effects of
product candidates at various doses and schedules. Success in preclinical or animal studies and early clinical trials does not ensure that later
large-scale efficacy trials will be successful nor does it predict final results. For example, we may be unable to identify suitable animal
disease models for our product candidates, which could delay or frustrate our ability to proceed into clinical trials or obtain marketing
approval. Our product candidates may fail to show the desired safety and efficacy in clinical development despite positive results in
preclinical studies or having successfully advanced through initial clinical trials. Further, both our planned Phase 1/2 clinical trial of TSHA-101
and our planned Phase 1/2 clinical trial of TSHA-118 will involve a small patient population. Because of the small sample sizes, the results of
these trials may not be indicative of results of future clinical trials. Further, although other gene therapy clinical trials conducted by others also
utilized AAV9 vectors, these trials should not be relied upon as evidence that our planned clinical trials will succeed.

Many companies in the pharmaceutical and biotechnology industries have suffered significant setbacks in late-stage clinical trials
even after achieving promising results in preclinical testing and earlier-stage clinical trials. Data obtained from preclinical and clinical activities
are subject to varying interpretations, which may delay, limit or prevent regulatory approval. In addition, we may experience regulatory delays
or rejections as a result of many factors, including changes in regulatory policy during the period of our product candidate development. Any
such delays could negatively impact our business, financial condition, results of operations and prospects.

Interim “top-line” and preliminary results from our clinical trials that we announce or publish from time to time may change as
more patient data become available and are subject to audit and verification procedures that could result in material changes in the
final data.

From time to time, we may publish interim top-line or preliminary results from our clinical trials. Interim results from clinical trials that
we may complete are subject to the risk that one or more of the clinical outcomes may materially change as patient enroliment continues and
more patient data become available. Preliminary or top-line results also remain subject to audit and verification procedures that may result in
the final data being materially different from the preliminary data we previously published. As a result, interim and preliminary data should be
viewed with caution until the final data are available. Differences between preliminary or interim data and final data could significantly harm
our business prospects and may cause the trading price of our common stock to fluctuate significantly.
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Our preclinical studies and clinical trials may fail to demonstrate the safety and efficacy of our product candidates, or serious
adverse or unacceptable side effects may be identified during the development of our product candidates, which could prevent or
delay regulatory approval and commercialization, increase our costs or necessitate the abandonment or limitation of the
development of some of our product candidates.

Before obtaining regulatory approvals for the commercial sale of our product candidates, we must demonstrate through lengthy,
complex and expensive preclinical testing and clinical trials that our product candidates are safe, pure and effective for use in each target
indication, and failures can occur at any stage of testing. Preclinical studies and clinical trials often fail to demonstrate safety or efficacy of the
product candidate studied for the target indication. Among the risks in any gene therapy product based on viral vectors are the risks of
immunogenicity, elevated liver enzymes and insertional oncogenesis, which is the process whereby the insertion of a functional gene near a
gene that is important in cell growth or division results in uncontrolled cell division, which could potentially enhance the risk of malignant
transformation.

While new AAV vectors have been developed to reduce side effects previously reported in third-party gene therapy treatments, and
AAV9 has been generally well tolerated in clinical trials and in approved products, gene therapy is still a relatively new approach to disease
treatment and additional adverse side effects could develop. There also is the potential risk of delayed adverse events following exposure to
gene therapy products due to persistent biologic activity of the genetic material or other components of products used to carry the genetic
material.

Possible adverse side effects that could occur with treatment with gene therapy products include an immunologic reaction early after
administration, which, while not necessarily adverse to the patient’s health, could substantially limit the effectiveness of the treatment. For
example, in previous third-party clinical trials involving other AAV vectors for gene therapy, some subjects experienced the development of a
T-cell antibody response, whereby after the vector is within the target cells, the cellular immune response system triggers the removal of
transduced cells by activated T-cells. Other preclinical studies have suggested that high dosages of AAV administration may result in toxicity
due to degeneration of the dorsal root ganglia. If our vectors demonstrate a similar effect in other programs, we may decide or be required to
perform additional preclinical studies or to halt or delay further clinical development of our product candidates.

In addition to side effects caused by the product candidate, the administration process or related procedures also can cause adverse
side effects. Each of our lead product candidates are expected to be administered by intrathecal injection. While this method of
administration has been available for decades, its use for therapies is relatively new, no gene therapy is currently approved for intrathecal
administration, and it may be perceived as having greater risk than more common methods of administration, such as intravenous injection. If
any such adverse events occur, our clinical trials could be suspended or terminated. If we cannot demonstrate that any adverse events were
not caused by the drug or administration process or related procedures, the FDA, EMA or foreign regulatory authorities could order us to
cease further development of, or deny approval of, our product candidates for any or all targeted indications. Even if we are able to
demonstrate that all future serious adverse events are not product-related, such occurrences could affect patient recruitment or the ability of
enrolled patients to complete the trial. Moreover, if we elect, or are required, to not initiate, delay, suspend or terminate any future clinical trial
of any of our product candidates, the commercial prospects of such product candidates may be harmed and our ability to generate product
revenues from any of these product candidates may be delayed or eliminated. Any of these occurrences may harm our ability to develop
other product candidates, and may harm our business, financial condition and prospects significantly.

If our product candidates are associated with side effects in clinical trials or have characteristics that are unexpected, we may need to
abandon their development or limit development to more narrow
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uses in which the side effects or other characteristics are less prevalent, less severe or more acceptable from a risk-benefit perspective. The
FDA or an IRB may also require that we suspend, discontinue, or limit our clinical trials based on safety information, or that we conduct
additional animal or human studies regarding the safety and efficacy of our product candidates which we have not planned or anticipated.
Such findings could further result in regulatory authorities failing to provide marketing authorization for our product candidates or limiting the
scope of the approved indication, if approved. Many product candidates that initially showed promise in early stage testing have later been
found to cause side effects that prevented further development of the product candidate.

Additionally, if one or more of our product candidates receives marketing approval, and we or others identify undesirable side effects
caused by such products, a number of potentially significant negative consequences could result, including:

« regulatory authorities may withdraw approvals of such product;
 regulatory authorities may require additional warnings on the labels;

* we may be required to create a medication guide outlining the risks of such side effects for distribution to patients or other
requirements subject to a REMS;

« we could be sued and held liable for harm caused to patients;
* we may not be able to achieve or maintain third-party payor coverage and adequate reimbursement; and

e our reputation and physician or patient acceptance of our products may suffer.

There can be no assurance that we will resolve any issues related to any product-related adverse events to the satisfaction of the
FDA or foreign regulatory agency in a timely manner or at all. Moreover, any of these events could prevent us from achieving or maintaining
market acceptance of the particular product candidate, if approved, and could significantly harm our business, results of operations and
prospects.

As an organization, we are preparing to conduct our first Phase 1/2 clinical trial, and have never conducted pivotal clinical trials,
and may be unable to do so for any product candidates we may develop, including TSHA-101, TSHA-118, TSHA-102, TSHA-103 and
TSHA-104.

We will need to successfully complete our ongoing and planned clinical trials, including pivotal clinical trials, in order to obtain FDA
approval to market our product candidates. Carrying out later-stage clinical trials and the submission of a successful BLA is a complicated
process. As an organization, we are preparing to conduct our first Phase 1/2 clinical trial, have not previously conducted any later stage or
pivotal clinical trials, have limited experience in preparing, submitting and prosecuting regulatory filings and have not previously submitted a
BLA for any product candidate. In addition, we have had limited interactions with the FDA and cannot be certain how many additional clinical
trials of our product candidates will be required or how such trials should be designed. Consequently, we may be unable to successfully and
efficiently execute and complete necessary clinical trials in a way that leads to BLA submission and approval of any product candidate. We
may require more time and incur greater costs than our competitors and may not succeed in obtaining regulatory approvals of product
candidates that we develop. Failure to commence or complete, or delays in, our planned clinical trials, could prevent us from or delay us in
commercializing our product candidates.
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The disorders we seek to treat have low prevalence and it may be difficult to identify and enroll patients with these disorders. If we
experience delays or difficulties in the enroliment and/or maintenance of patients in clinical trials, our receipt of necessary
regulatory approvals could be delayed or prevented.

Successful and timely completion of clinical trials will require that we enroll a sufficient number of patients. Patient enrollment, a
significant factor in the timing of clinical trials, is affected by many factors, including the size and nature of the patient population and
competition for patients with other trials. Genetic diseases generally, and especially the rare diseases for which some of our current product
candidates are targeted, have low incidence and prevalence. For example, we estimate global incidence of GM2 gangliosidosis, the target
indication for TSHA-101, is approximately 1 in 150,000 live births, and accordingly it may be difficult for us to identify and timely recruit a
sufficient number of eligible patients to conduct our clinical trials. Further, any natural history studies that we or our collaborators may conduct
may falil to provide us with patients for our clinical trials because patients enrolled in the natural history studies may not be good candidates
for our clinical trials, or may choose to not enroll in our clinical trials.

Trials may be subject to delays as a result of patient enroliment taking longer than anticipated or patient withdrawal. We may not be
able to initiate or continue clinical trials for our product candidates if we are unable to locate and enroll a sufficient number of eligible patients
to participate in these trials as required by the FDA, EMA or foreign regulatory authorities. We cannot predict how successful we will be at
enrolling subjects in future clinical trials. Subject enroliment is affected by other factors including:

« the eligibility criteria for the trial in question;
« the size of the patient population and process for identifying patients;

« the perceived risks and benefits of the product candidate in the trial, including relating to AAV9-based gene therapy approaches
and intrathecal delivery systems;

« the availability of competing commercially available therapies and other competing therapeutic candidates’ clinical trials;
« the willingness of patients to be enrolled in our clinical trials;
« the efforts to facilitate timely enrollment in clinical trials;

« potential disruptions caused by the COVID-19 pandemic, including difficulties in initiating clinical sites, enrolling and retaining
participants, diversion of healthcare resources away from clinical trials, travel or quarantine policies that may be implemented, and
other factors;

« the patient referral practices of physicians;
 the ability to monitor patients adequately during and after treatment; and

« the proximity and availability of clinical trial sites for prospective patients.

Our inability to enroll a sufficient number of patients for clinical trials would result in significant delays and could require us to abandon
one or more clinical trials altogether. Enroliment delays in these clinical trials may result in increased development costs for our product
candidates, which would cause the value of our company to decline and limit our ability to obtain additional financing. Furthermore, we
expect to rely on CROs and clinical trial sites to ensure the proper and timely conduct of our clinical trials and we will have limited influence
over their performance.

Furthermore, even if we are able to enroll a sufficient number of patients for our clinical trials, we may have difficulty maintaining
enroliment of such patients in our clinical trials.
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We may seek orphan drug designation for some of our product candidates and we may be unsuccessful, or may be unable to
maintain the benefits associated with orphan drug designation, including the potential for market exclusivity, for product
candidates for which we obtain orphan drug designation.

Regulatory authorities in some jurisdictions, including the United States, may designate drugs or biologics intended to treat relatively
small patient populations as orphan drug products. Under the Orphan Drug Act, the FDA may designate a drug or biologic as an orphan drug
if it is intended to treat a rare disease or condition, which is generally defined as a patient population of fewer than 200,000 individuals in the
United States, or a patient population of 200,000 or more in the United States where there is no reasonable expectation that the cost of
developing the drug will be recovered from sales in the United States.

In the United States, orphan drug designation entitled a party to financial incentives such as tax advantages and user fee waivers.
Opportunities for grant funding toward clinical trial costs may also be available for clinical trials of drugs or biologics for rare diseases,
regardless of whether the drugs or biologics are designated for the orphan use. In addition, if a drug or biologic with an orphan drug
designation subsequently receives the first marketing approval for the indication for which it has such designation, the product is entitled to a
seven year period of marketing exclusivity, which precludes the FDA from approving another marketing application for the same drug and
indication for that time period, except in limited circumstances. If our competitors are able to obtain orphan drug exclusivity prior to us, for
products that constitute the “same drug” and treat the same indications as our product candidates, we may not be able to have competing
products approved by the applicable regulatory authority for a significant period of time.

We have obtained orphan drug designation from the FDA for TSHA-101 for treatment of GM2 gangliosidosis and TSHA-103 for the
treatment of SLC6A1-related disorder. In addition, TSHA-118 has received orphan drug designation for the treatment of CLN1 disease from
the FDA and EMA. We may seek orphan designation for certain of our other current and future product candidates. However, we may be
unsuccessful in obtaining orphan drug designation for these or other product candidates, and may be unable to maintain the benefits
associated with orphan drug designation. Even if we obtain orphan drug exclusivity for any of our product candidates, that exclusivity may not
effectively protect those product candidates from competition because different drugs can be approved for the same condition, and orphan
drug exclusivity does not prevent the FDA from approving the same or a different drug in another indication. Even after an orphan drug is
granted orphan exclusivity and approved, the FDA can subsequently approve a later application for the same drug for the same condition
before the expiration of the seven-year exclusivity period if the FDA concludes that the later drug is clinically superior in that it is shown to be
safer in a substantial portion of the target populations, more effective or makes a major contribution to patient care. In addition, 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
designation. Moreover, orphan-drug-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 we are unable to manufacture sufficient quantities of the product to meet the needs of patients
with the rare disease or condition. Orphan drug designation neither shortens the development time or regulatory review time of a drug nor
gives the drug any advantage in the regulatory review or approval process.
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We have received rare pediatric disease designation for TSHA-101 for the treatment of GM2 gangliosidosis, TSHA-118 for the
treatment of CLN1 disease and TSHA-103 for the treatment of SLC6A1 haploinsufficiency, and we have applied for rare pediatric
disease designation for TSHA-102 for the treatment of Rett syndrome and TSHA-104 for the treatment of SURF1 deficiency.
However, a marketing application for TSHA-101, TSHA-118, TSHA-102, TSHA-103 and TSHA-104, if approved, may not meet the
eligibility criteria for a priority review voucher or the rare pediatric disease designation program may sunset before FDA is able
consider us for a voucher.

We have received rare pediatric disease designation for TSHA-101 for the treatment of GM2 gangliosidosis (Tay-Sachs Disease and
Sandhoff Disease), TSHA-118 for the treatment of CLN1 disease and TSHA-103 for the treatment of SLC6A1 haploinsufficiency, and we
have applied for rare pediatric disease designation for TSHA-102 for the treatment of Rett syndrome and TSHA-104 for the treatment of
SURF1 deficiency. Designation of a drug or biologic as a product for a rare pediatric disease does not guarantee that a BLA for such drug or
biologic will meet the eligibility criteria for a rare pediatric disease priority review voucher at the time the application is approved. Under the
Federal Food, Drugs, and Cosmetic Act, or FDCA, we will need to request a rare pediatric disease priority review voucher in our original BLA
for TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 and any other candidates for which we submit a marketing application. The
FDA may determine that a BLA for TSHA-101, TSHA-118, TSHA-102, TSHA-103 or TSHA-104, if approved, does not meet the eligibility
criteria for a priority review voucher, including for the following reasons:

* GM2 gangliosidosis, CLN1 disease, Rett syndrome, SLC6A1 haploinsufficiency or SURF1 deficiency no longer meet the definition
of a rare pediatric disease;

< the BLA contains an active ingredient (including any ester or salt of the active ingredient) that has been previously approved in a
BLA;

» the BLA is not deemed eligible for priority review;

« the BLA does not rely on clinical data derived from studies examining a pediatric population and dosages of the drug intended for
that population (that is, if the BLA does not contain sufficient clinical data to allow for adequate labeling for use by the full range of
affected pediatric patients); or

< the BLA is approved for a different adult indication than the rare pediatric disease for which TSHA-101, TSHA-118, TSHA-102,
TSHA-103 or TSHA-104 are designated.

The authority for the FDA to award rare pediatric disease priority review vouchers for drugs that have received rare pediatric disease
designation prior to September 30, 2020 currently expires on September 30, 2022. If the BLA for TSHA-101, TSHA-118, TSHA-102,
TSHA-103 or TSHA-104 is not approved prior to September 30, 2022 for any reason, regardless of whether it meets the criteria for a rare
pediatric disease priority review voucher, it will not be eligible for a priority review voucher. However, it is also possible the authority for FDA
to award rare pediatric disease priority review vouchers will be further extended through Federal lawmaking.

We have received fast track designation for TSHA-118 for the treatment of CLN1 disease, and we may seek fast track designation
for our other product candidates. Even if received, fast track designation may not actually lead to a faster review or approval
process and does not increase the likelihood that our product candidates will receive marketing approval.

We have received fast track designation for TSHA-118 for the treatment of neurocognitive manifestations of the patients with CLN1
disease, and we may seek fast track designation for our other product candidates. If a drug or biologic is intended for the treatment of a
serious or life-threatening condition and the product demonstrates the potential to address unmet medical needs for this
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condition, the sponsor may apply for FDA fast track designation for a particular indication. There is no assurance that the FDA will grant this
status to any of our other proposed product candidates. If granted, fast track designation makes a product eligible for more frequent
interactions with FDA to discuss the development plan and clinical trial design, as well as rolling review of the application, which means that
the company can submit completed sections of its marketing application for review prior to completion of the entire submission. Marketing
applications of products candidates with fast track designation may qualify for priority review under the policies and procedures offered by the
FDA, but the fast track designation does not assure any such qualification or ultimate marketing approval by the FDA. The FDA has broad
discretion whether or not to grant fast track designation, so even if we believe a particular product candidate is eligible for this designation,
there can be no assurance that the FDA would decide to grant it. Even if we do receive fast track designation, we may not experience a
faster development process, review or approval compared to conventional FDA procedures, and receiving a fast track designation does not
provide any assurance of ultimate FDA approval. In addition, the FDA may withdraw fast track designation at any time if it believes that the
designation is no longer supported by data from our clinical development program.

We may expend our limited resources to pursue a particular product candidate or indication and fail to capitalize on product
candidates or indications that may be more profitable or for which there is a greater likelihood of success.

Because we have limited financial and management resources, we must focus on development programs and product candidates that
we identify for specific indications. As such, we are currently primarily focused on the development of our first five programs: TSHA-101
(GM2 gangliosidosis), TSHA-118 (CLN1 disease), TSHA-102 (Rett syndrome), TSHA-103 (SLC6A1 haploinsufficiency) and TSHA-104
(SURF1 deficiency). As a result, we may forego or delay pursuit of opportunities with other product candidates or for other indications for
these product candidates that later prove to have greater commercial potential. Our resource allocation decisions may cause us to fail to
capitalize on viable commercial products or profitable market opportunities. Our spending on current and future development programs and
product candidates for specific indications may not yield any commercially viable products. If we do not accurately evaluate the commercial
potential or target market for a particular product candidate, we may relinquish valuable rights to that product candidate through
collaboration, licensing or other royalty arrangements in cases in which it would have been more advantageous for us to retain sole
development and commercialization rights to such product candidate.

We plan to conduct and may in the future conduct additional clinical trials for our product candidates outside the United States,
and the FDA and similar foreign regulatory authorities may not accept data from such trials.

We plan to conduct a clinical trial in Canada and may in the future choose to conduct additional clinical trials outside the United
States, including in Australia, Europe or other foreign jurisdictions. The acceptance of trial data from clinical trials conducted outside the
United States by the FDA may be subject to certain conditions. In cases where data from clinical trials conducted outside the United States
are intended to serve as the sole basis for marketing approval in the United States, the FDA will generally not approve the application on the
basis of foreign data alone unless (i) the data are applicable to the United States population and United States medical practice; (ii) the trials
were performed by clinical investigators of recognized competence and (iii) the data may be considered valid without the need for an on-site
inspection by the FDA or, if the FDA considers such an inspection to be necessary, the FDA is able to validate the data through an on-site
inspection or other appropriate means. Additionally, the FDA's clinical trial requirements, including sufficient size of patient populations and
statistical powering, must be met. Many foreign regulatory bodies have similar approval requirements. In addition, such foreign trials would
be subject to the applicable local laws of the foreign
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jurisdictions where the trials are conducted. There can be no assurance that the FDA or any similar foreign regulatory authority will accept
data from trials conducted outside of the United States or the applicable jurisdiction. If the FDA or any similar foreign regulatory authority
does not accept such data, it would result in the need for additional trials, which would be costly and time-consuming and delay aspects of
our business plan, and which may result in our product candidates not receiving approval or clearance for commercialization in the applicable
jurisdiction.

We may not be successful in our efforts to build a pipeline of additional product candidates.

Our business model is centered on developing therapies for patients with rare, monogenic central nervous system disorders by
establishing focused selection criteria to select, develop and advance product candidates that we believe will have a high probability of
technical and regulatory success through development into commercialization. We may not be able to continue to identify and develop new
product candidates, including from our next-generation platform technologies, in addition to the pipeline of product candidates that we have
established through our collaboration with The University of Texas Southwestern Medical Center, or UT Southwestern. Even if we are
successful in continuing to build our pipeline, the potential product candidates that we identify may not be suitable for clinical development.
For example, they may be shown to have harmful side effects or other characteristics that indicate that they are unlikely to be drugs that will
receive marketing approval and achieve market acceptance. If we do not successfully develop and commercialize product candidates based
upon our approach, we will not be able to obtain product revenue in future periods, which likely would result in significant harm to our
financial position and adversely affect our stock price.

If we do not achieve our projected development goals in the time frames we announce and expect, the commercialization of our
products may be delayed.

From time to time, we may estimate the timing of the accomplishment of various scientific, clinical, regulatory, manufacturing and
other product development goals, which we sometimes refer to as milestones. These milestones may include the commencement or
completion of preclinical studies and clinical trials and the submission of regulatory filings, including IND submissions. From time to time, we
may publicly announce the expected timing of some of these milestones. All of these milestones are, and will be, based on a variety of
assumptions. The actual timing of these milestones can vary significantly compared to our estimates, in some cases for reasons beyond our
control. We may experience numerous unforeseen events during, or as a result of, any future clinical trials that we conduct that could delay
or prevent our ability to receive marketing approval or commercialize our product candidates.

Our business and operations may be adversely affected by the evolving and ongoing COVID-19 global pandemic.

Our business and operations may be adversely affected by the effects of the recent and evolving COVID-19 virus, which was declared
by the World Health Organization as a global pandemic. The COVID-19 pandemic has resulted in travel and other restrictions in order to
reduce the spread of the disease, including public health directives and orders in the United States and the European Union that, among
other things and for various periods of time, directed individuals to shelter at their places of residence, directed businesses and governmental
agencies to cease non-essential operations at physical locations, prohibited certain non-essential gatherings and events and ordered
cessation of non-essential travel. Future remote work policies and similar government orders or other restrictions on the conduct of business
operations related to the COVID-19 pandemic may negatively impact productivity and may disrupt our ongoing research and development
activities and our clinical programs and timelines, the magnitude of which will depend, in part, on the length and severity of the restrictions
and other limitations on our ability to conduct our business in the ordinary course. Further,
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such orders also may impact the availability or cost of materials, which would disrupt our supply chain and manufacturing efforts and could
affect our ability to conduct ongoing and planned clinical trials and preparatory activities.

Although our planned clinical trials have not been impacted by the COVID-19 pandemic to date, we may experience related
disruptions in the future that could severely impact our clinical trials, including:

» delays, difficulties or a suspension in clinical site initiation, including difficulties in recruiting clinical site investigators and clinical site
staff;

 interruptions in our ability to manufacture and deliver drug supply for trials;

« diversion of healthcare resources away from the conduct of clinical trials, including the diversion of hospitals serving as our clinical
trial sites and hospital staff supporting the conduct of our clinical trials;

« changes in local regulations as part of a response to the COVID-19 outbreak that may require us to change the ways in which our
clinical trials are conducted, which may result in unexpected costs, or to discontinue the clinical trials altogether;

« interruption of key clinical trial activities, such as clinical trial site monitoring, and the ability or willingness of subjects to travel to trial
sites due to limitations on travel imposed or recommended by federal or state governments, employers and others;

« limitations in employee resources that would otherwise be focused on the conduct of our clinical trials, including because of
sickness of employees or their families or the desire of employees to avoid contact with large groups of people;

« delays in necessary interactions with local regulators, ethics committees and other important agencies and contractors due to
limitations in employee resources or forced furlough of government employees; and

« refusal of the FDA to accept data from clinical trials in these affected geographies.

The spread of COVID-19, which has caused a broad impact globally, may materially affect us economically. While the potential
economic impact brought by, and the duration of, COVID-19 may be difficult to assess or predict, a widespread pandemic could result in
significant disruption of global financial markets, reducing our ability to access capital, which could in the future negatively affect our liquidity.
In addition, a recession or market correction resulting from the spread of COVID-19 could materially affect our business and the value of our
common stock.

The global COVID-19 pandemic continues to rapidly evolve. The extent to which the COVID-19 pandemic impacts our business and
operations, including our clinical development and regulatory efforts, will depend on future developments that are highly uncertain and cannot
be predicted with confidence at the time of this prospectus, such as the ultimate geographic spread of the disease, the duration of the
outbreak, the duration and effect of business disruptions and the short-term effects and ultimate effectiveness of the travel restrictions,
guarantines, social distancing requirements and business closures in the United States and other countries to contain and treat the disease.
Accordingly, we do not yet know the full extent of potential delays or impacts on our business, our clinical and regulatory activities, healthcare
systems or the global economy as a whole. However, these impacts could adversely affect our business, financial condition, results of
operations and growth prospects.

In addition, to the extent the ongoing COVID-19 pandemic adversely affects our business and results of operations, it may also have
the effect of heightening many of the other risks and uncertainties described in this “Risk Factors” section.
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The United Kingdom’s withdrawal from the European Union may have a negative effect on global economic conditions, financial
markets and our business.

Following the result of a referendum in 2016, the United Kingdom left the European Union on January 31, 2020, commonly referred to
as Brexit. Pursuant to the formal withdrawal arrangements agreed to by the United Kingdom and the European Union, the United Kingdom
will be subject to a transition period until December 31, 2020, or the Transition Period, during which European Union rules will continue to
apply. Negotiations between the United Kingdom and the European Union are expected to continue in relation to the customs and trading
relationship between the United Kingdom and the European Union following the expiry of the Transition Period.

Since a significant proportion of the regulatory framework in the United Kingdom is applicable to our business and our product
candidates is derived from European Union directives and regulations, Brexit, following the Transition Period, could materially impact the
regulatory regime with respect to the development, manufacture, importation, approval and commercialization of our product candidates in
the United Kingdom or the European Union. For example, as a result of the uncertainty surrounding Brexit, the EMA relocated to Amsterdam
from London. Following the Transition Period, the United Kingdom will no longer be covered by the centralized procedures for obtaining
European Union-wide marketing and manufacturing authorizations from the EMA and, unless a specific agreement is entered into, a
separate process for authorization of drug products will be required in the United Kingdom, the potential process for which is currently
unclear. Any delay in obtaining, or an inability to obtain, any marketing approvals, as a result of Brexit or otherwise, would prevent us from
commercializing our product candidates in the United Kingdom or the European Union and limit our ability to generate revenue and achieve
and sustain profitability. In addition, we may be required to pay taxes or duties or be subjected to other hurdles in connection with the
importation of our product candidates into the European Union, or we may incur expenses in establishing a manufacturing facility in the
European Union in order to circumvent such hurdles. If any of these outcomes occur, we may be forced to restrict or delay efforts to seek
regulatory approval in the United Kingdom or the European Union for our product candidates, or incur significant additional expenses to
operate our business, which could significantly and materially harm or delay our ability to generate revenues or achieve profitability of our
business. Any further changes in international trade, tariff and import/export regulations as a result of Brexit or otherwise may impose
unexpected duty costs or other non-tariff barriers on us. These developments, or the perception that any of them could occur, may
significantly reduce global trade and, in particular, trade between the impacted nations and the United Kingdom. It is also possible that Brexit
may negatively affect our ability to attract and retain employees, particularly those from the European Union.

Risks Related to the Manufacturing of our Product Candidates

Gene therapies are novel, complex and difficult to manufacture. We could experience manufacturing problems that result in delays
in the development or commercialization of our product candidates or otherwise harm our business.

The manufacture of gene therapy products is technically complex and necessitates substantial expertise and capital investment.
Production difficulties caused by unforeseen events may delay the availability of material for our clinical studies.

We currently rely on the UT Southwestern Gene Therapy program to manufacture our product candidates. Although we intend to
establish our own manufacturing facility to provide clinical and commercial supply of our product candidates, we expect to rely on UT
Southwestern for our manufacturing needs for the foreseeable future. To date, UT Southwestern has met our manufacturing requirements
and quality standards for our program materials, and we expect that UT Southwestern
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will be capable of providing sufficient quantities of our program materials to meet anticipated clinical trial scale demands. We believe that
there are alternate sources of supply for our program materials that can satisfy our clinical and commercial requirements, although we cannot
be certain that identifying and establishing relationships with such sources, if necessary, would not result in significant delay or material
additional costs.

The manufacturers of pharmaceutical products must comply with strictly enforced cGMP requirements, state and federal regulations,
as well as foreign requirements when applicable. Any failure of us or our contract manufacturing organizations to adhere to or document
compliance to such regulatory requirements could lead to a delay or interruption in the availability of our program materials for clinical trials or
enforcement action from the FDA, EMA or foreign regulatory authorities. If we or our manufacturers were to fail to comply with the FDA, EMA
or other regulatory authority, it could result in sanctions being imposed on us, including clinical holds, fines, injunctions, civil penalties, delays,
suspension or withdrawal of approvals, license revocation, seizures or recalls of product candidates or products, operating restrictions and
criminal prosecutions, any of which could significantly and adversely affect supplies of our product candidates. Our potential future
dependence upon others for the manufacture of our product candidates may also adversely affect our future profit margins and our ability to
commercialize any product candidates that receive regulatory approval on a timely and competitive basis.

Biological products are inherently difficult to manufacture. Although we believe that the manufacture of our product candidates may be
simplified due to their shared raw materials and other similarities, we cannot be certain that this will be the case and we may be required to
develop manufacturing methods that ultimately differ significantly between product candidates, which would require that we invest substantial
time and capital to develop suitable manufacturing methods. Our program materials are manufactured using technically complex processes
requiring specialized equipment and facilities, highly specific raw materials, cells, and reagents, and other production constraints. Our
production process requires a number of highly specific raw materials, cells and reagents with limited suppliers. Even though we aim to have
backup supplies of raw materials, cells and reagents whenever possible, we cannot be certain they will be sufficient if our primary sources
are unavailable. A shortage of a critical raw material, cell line, or reagent, or a technical issue during manufacturing may lead to delays in
clinical development or commercialization plans. We are particularly susceptible to any shortages, delays or our inability to obtain suitable
AAV9 raw materials, given that all of our current and planned product candidates require this starting material. Any changes in the
manufacturing of components of the raw materials we use could result in unanticipated or unfavorable effects in our manufacturing
processes, resulting in delays.

We and our contract manufacturers for AAV9 are subject to significant regulation with respect to manufacturing our products. The
third-party manufacturing facilities on which we rely, and any manufacturing facility that we may have in the future, may have
limited capacity or fail to meet the applicable stringent regulatory requirements.

We currently have relationships with a limited number of suppliers for the manufacturing of plasmids and viruses, components of our
product candidates. However, if we experience slowdowns or problems with our facility or those of our manufacturing partners and are
unable to establish or scale our internal manufacturing capabilities, we will need to continue to contract with manufacturers that can produce
the preclinical, clinical and commercial supply of our products. Each supplier may require licenses to manufacture such components if such
processes are not owned by the supplier or in the public domain and we may be unable to license such intellectual property rights on
reasonable commercial terms or to transfer or sublicense the intellectual property rights we may have with respect to such activities.
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All entities involved in the preparation of therapeutics for clinical trials or commercial sale, including our existing contract
manufacturers for components our product candidates, are subject to extensive regulation. Components of a finished therapeutic product
approved for commercial sale or used in late-stage clinical trials in the European Union must be manufactured in accordance with cGMP.
These regulations govern manufacturing processes and procedures (including record keeping) and the implementation and operation of
quality systems to control and assure the quality of investigational products and products approved for sale. Poor control of production
processes can lead to the introduction of adventitious agents or other contaminants, or to inadvertent changes in the properties or stability of
our product candidates that may not be detectable in final product testing. We are at an increased risk given that our product candidates
have been and for the foreseeable future will be produced on the same manufacturing lines, which could, for example, lead to issues with
cross-contamination. We or our contract manufacturers must supply all necessary documentation in support of a BLA or MAA on a timely
basis. Our facilities and quality systems and the facilities and quality systems of some or all of our third-party contractors must pass
a pre-approval inspection for compliance with the applicable regulations as a condition of regulatory approval of our product candidates or
any of our other potential products. In addition, the regulatory authorities may, at any time, audit or inspect a manufacturing facility involved
with the preparation of our product candidates or our other potential products or the associated quality systems for compliance with the
regulations applicable to the activities being conducted, and they could put a hold on one or more of our clinical trials if the facilities of our
contract development and manufacturing organizations, or CDMOSs, do not pass such audit or inspections. If these facilities do not pass
a pre-approval plant inspection, FDA approval of the products will not be granted.

The regulatory authorities also may, at any time following approval of a product for sale, inspect or audit our manufacturing facilities or
those of our third-party contractors. If any such inspection or audit identifies a failure to comply with applicable regulations or if a violation of
our product specifications or applicable regulations occurs independent of such an inspection or audit, we or the relevant regulatory authority
may require remedial measures that may be costly and/or time-consuming for us or a third party to implement and that may include the
temporary or permanent suspension of a clinical trial or commercial sales or the temporary or permanent closure of a facility. Any such
remedial measures imposed upon us or third parties with whom we contract could harm our business. If we or any of our third-party
manufacturers fail to maintain regulatory compliance, the FDA can impose regulatory sanctions including, among other things, refusal to
approve a pending application for a new drug product or biologic product, or revocation of a pre-existing approval. As a result, our business,
financial condition and results of operations may be harmed. Additionally, if supply from one approved manufacturer is interrupted, there
could be a significant disruption in commercial supply. An alternative manufacturer would need to be qualified through a BLA and/or MAA
supplement which could result in further delay. The regulatory agencies may also require additional studies if a new manufacturer is relied
upon for commercial production. Switching manufacturers may involve substantial costs and is likely to result in a delay in our desired clinical
and commercial timelines.

These factors could cause the delay of clinical trials, regulatory submissions, required approvals or commercialization of our product
candidates, cause us to incur higher costs and prevent us from commercializing our products successfully, if approved. Furthermore, if our
suppliers fail to meet contractual requirements, and we are unable to secure one or more replacement suppliers capable of production at a
substantially equivalent cost, our clinical trials may be delayed or we could lose potential revenue.
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We depend on third-party suppliers for materials used in the manufacture of our product candidates, and the loss of these third-
party suppliers or their inability to supply us with adequate materials could harm our business.

We rely on third-party suppliers for certain materials and components required for the production of our product candidates. Our
dependence on these third-party suppliers and the challenges we may face in obtaining adequate supplies of materials involve several risks,
including limited control over pricing, availability, and quality and delivery schedules. There is substantial demand and limited supply for
certain of the raw materials used to manufacture gene therapy products. As a small company, our negotiation leverage is limited and we are
likely to get lower priority than our competitors that are larger than we are. We cannot be certain that our suppliers will continue to provide us
with the quantities of these raw materials that we require or satisfy our anticipated specifications and quality requirements. Any supply
interruption in limited or sole sourced raw materials could materially harm our ability to manufacture our product candidates until a new
source of supply, if any, could be identified and qualified. We may be unable to find a sufficient alternative supply channel in a reasonable
time or on commercially reasonable terms. Any performance failure on the part of our suppliers could delay the development and potential
commercialization of our product candidates, including limiting supplies necessary for clinical trials and regulatory approvals, which would
have a material adverse effect on our business.

Any contamination or interruption in our manufacturing process, shortages of raw materials or failure of our suppliers of plasmids
and viruses to deliver necessary components could result in delays in our clinical development or marketing schedules.

Given the nature of gene therapy manufacturing, there is a risk of contamination. Any contamination could adversely affect our ability
to produce product candidates on schedule and could, therefore, harm our results of operations and cause reputational damage. Some of the
raw materials required in our manufacturing process are derived from biologic sources. Such raw materials are difficult to procure and may
be subject to contamination or recall. A material shortage, contamination, recall or restriction on the use of biologically derived substances in
the manufacture of our product candidates could adversely impact or disrupt the commercial manufacturing or the production of clinical
material, which could adversely affect our development timelines and our business, financial condition, results of operations and prospects.

Changes in methods of product candidate manufacturing or formulation may result in additional costs or delay.

As product candidates proceed through preclinical studies to late-stage clinical trials towards potential approval and
commercialization, it is common that various aspects of the development program, such as manufacturing methods and formulation, are
altered along the way in an effort to optimize processes and product characteristics. Such changes carry the risk that they will not achieve
our intended objectives. Any such changes could cause our product candidates to perform differently and affect the results of planned clinical
trials or other future clinical trials conducted with the materials manufactured using altered processes. Such changes may also require
additional testing, FDA natification or FDA approval. This could delay completion of clinical trials, require the conduct of bridging clinical trials
or the repetition of one or more clinical trials, increase clinical trial costs, delay approval of our product candidates and jeopardize our ability
to commence sales and generate revenue. In addition, we may be required to make significant changes to our upstream and downstream
processes across our pipeline, which could delay the development of our future product candidates.
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Risks Related to the Commercialization of our Product Candidates

Even if any of our product candidates receive marketing approval, they may fail to achieve the degree of market acceptance by
physicians, patients, third-party payors and others in the medical community necessary for commercial success.

If any of our product candidates receive marketing approval, they may nonetheless fail to gain sufficient market acceptance by
physicians, patients, third-party payors and others in the medical community. If our product candidates do not achieve an adequate level of
acceptance, we may not generate significant revenue and we may not become profitable. The degree of market acceptance of our product
candidates, if approved for commercial sale, will depend on a number of factors, including:

« the efficacy, safety and potential advantages compared to alternative treatments;
« our ability to offer our products for sale at competitive prices;
« the convenience and ease of administration compared to alternative treatments;

« product labeling or product insert requirements of the FDA or foreign regulatory authorities, including any limitations or warnings
contained in a product’s approved labeling, including any black box warning or REMS;

< the willingness of the target patient population to try new treatments and of physicians to prescribe these treatments;
< our ability to hire and retain a sales force in the United States;
« the strength of marketing and distribution support;

« the availability of third-party coverage and adequate reimbursement for TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104
and any other product candidates, once approved;

« the prevalence and severity of any side effects; and

« any restrictions on the use of our products together with other medications.

Negative public opinion of gene therapy and increased regulatory scrutiny of gene therapy and genetic research may adversely
impact the development or commercial success of our current and future product candidates.

Our potential therapeutic products involve introducing genetic material into a patient’s cells via intrathecal administration. The clinical
and commercial success of our potential products will depend in part on public acceptance of the use of gene therapy and gene regulation
for the prevention or treatment of human diseases. Public attitudes may be influenced by claims that gene therapy and gene regulation are
unsafe, unethical or immoral, and consequently, our products may not gain the acceptance of the public or the medical community. Adverse
public attitudes may adversely impact our ability to enroll clinical trials. Moreover, our success will depend upon physicians prescribing, and
their patients being willing to receive, treatments that involve the use of product candidates we may develop in lieu of, or in addition to,
existing treatments with which they are already familiar and for which greater clinical data may be available.

More restrictive government regulations or negative public opinion would have a negative effect on our business or financial condition
and may delay or impair the development and commercialization of our product candidates or demand for any products once approved. For
example, in 2003, trials using early versions of murine gamma-retroviral vectors, which integrate with, and thereby alter, the host cell’'s DNA,
have led to several well-publicized adverse events, including reported cases of leukemia. Although none of our current product candidates
utilize murine gamma-retroviral vectors, our
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product candidates use AAV9 viral vectors. Among the risks in any gene therapy product based on viral vectors are the risks of
immunogenicity, elevated liver enzymes, and insertional oncogenesis. If any of our vectors demonstrate a similar effect we may decide or be
required to halt or delay further clinical development of any product candidates that utilize that vector. Adverse events in our or others’ clinical
trials, even if not ultimately attributable to our product candidates, and the resulting publicity could result in increased governmental
regulation, unfavorable public perception, potential regulatory delays in the testing or approval of our product candidates, stricter labeling
requirements for those product candidates that are approved and a decrease in demand for any such product candidates. The risk of cancer
remains a concern for gene therapy and we cannot assure that it will not occur in any of our planned or future clinical trials or in any clinical
trials conducted by other companies. In addition, there is the potential risk of delayed adverse events following exposure to gene therapy
products due to persistent biological activity of the genetic material or other components of products used to carry the genetic material. In
addition, for our regulated gene replacement therapy candidates that require that the expression of a therapeutic transgene be tightly
regulated, such as TSHA-104, we may inadvertently cause overexpression, which could lead to numerous issues, including safety and
toxicity concerns. Furthermore, these regulatory gene replacement therapy candidates require the insertion of miRNA targets into the viral
genome, which is a technology that to our knowledge is not present in any approved gene therapy products. If any such adverse events
occur, commercialization of our product candidates or further advancement of our clinical trials could be halted or delayed, which would have
a negative impact on our business and operations.

If we are unable to establish sales, marketing and distribution capabilities for TSHA-101, TSHA-118, TSHA-102, TSHA-103,
TSHA-104 or any other product candidate that may receive regulatory approval, we may not be successful in commercializing
those product candidates if and when they are approved.

We do not have sales or marketing infrastructure. To achieve commercial success for TSHA-101, TSHA-118, TSHA-102, TSHA-103,
TSHA-104 or any other product candidate for which we may obtain marketing approval, we will need to establish a sales and marketing
organization. In the future, we expect to build a focused sales and marketing infrastructure to market some of our product candidates in the
United States, if and when they are approved. There are risks involved with establishing our own sales, marketing and distribution
capabilities. For example, recruiting and training a sales force is expensive and time consuming and could delay any product launch. If the
commercial launch of a product candidate for which we recruit a sales force and establish marketing capabilities is delayed or does not occur
for any reason, we would have prematurely or unnecessarily incurred these commercialization expenses. This may be costly, and our
investment would be lost if we cannot retain or reposition our sales and marketing personnel.

Factors that may inhibit our efforts to market our products on our own include:

< our inability to recruit, train and retain adequate numbers of effective sales and marketing personnel,

 the inability of sales personnel to obtain access to physicians in order to educate physicians about our product candidates, once
approved;

« the lack of complementary products to be offered by sales personnel, which may put us at a competitive disadvantage relative to
companies with more extensive product lines; and

< unforeseen costs and expenses associated with creating an independent sales and marketing organization.

If we are unable to establish our own sales, marketing and distribution capabilities and are forced to enter into arrangements with, and
rely on, third parties to perform these services, our revenue and
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our profitability, if any, are likely to be lower than if we had developed such capabilities ourselves. In addition, we may not be successful in
entering into arrangements with third parties to sell, market and distribute our product candidates or may be unable to do so on terms that are
favorable to us. We likely will have little control over such third parties, and any of them may fail to devote the necessary resources and
attention to sell and market our products effectively. If we do not establish sales, marketing and distribution capabilities successfully, either on
our own or in collaboration with third parties, we will not be successful in commercializing our product candidates.

The affected populations for our other product candidates may be smaller than we or third parties currently project, which may
affect the addressable markets for our product candidates.

We currently focus our research and product development on several indications that are orphan diseases. However, our projections
of the number of people who have the diseases we are seeking to treat, as well as the subset of people with these diseases who have the
potential to benefit from treatment with our product candidates, are estimates based on our knowledge and understanding of these diseases.
These estimates may prove to be incorrect and new studies may further reduce the estimated incidence or prevalence of this disease. The
number of patients in the United States, the European Union and elsewhere may turn out to be lower than expected, may not be otherwise
amenable to treatment with our product candidate or patients may become increasingly difficult to identify and access, all of which would
adversely affect our business, financial condition, results of operations and prospects.

The total addressable market opportunity for our product candidates will ultimately depend upon a number of factors including the
diagnosis and treatment criteria included in the final label, if approved for sale in specified indications, acceptance by the medical community,
patient access and product pricing and reimbursement. Incidence and prevalence estimates are frequently based on information and
assumptions that are not exact and may not be appropriate, and the methodology is forward-looking and speculative. The process we have
used in developing an estimated incidence and prevalence range for the indications we are targeting has involved collating limited data from
multiple sources. Accordingly, the incidence and prevalence estimates included in this prospectus should be viewed with caution. Further, the
data and statistical information used in this prospectus, including estimates derived from them, may differ from information and estimates
made by our competitors or from current or future studies conducted by independent sources.

We face significant competition from other biotechnology and pharmaceutical companies, and our operating results will suffer if
we fail to compete effectively.

Drug development, particularly in the gene therapy field, is highly competitive and subject to rapid and significant technological
advancements. As a significant unmet medical need exists in the neurology field, particularly for the treatment of neurodegenerative
diseases, neurodevelopmental disorders and genetic epilepsies, there are several large and small pharmaceutical companies focused on
delivering therapeutics for the treatment of these diseases. Further, it is likely that additional drugs will become available in the future for the
treatment of our target indications.

We believe that the majority of our programs will face limited competition as there are no approved disease-modifying therapies for
the treatment of the GM2 gangliosidosis, CLN1 disease, Rett syndrome, SLC6A1 haploinsufficiency disorder, SURF1 deficiency, SLC13A5
disorder, Fragile X syndrome, Angelman syndrome or the other development programs in our pipeline. However, we are aware that our
competitors are developing product candidates for the treatment of diseases that our product candidates will target. With respect to TSHA-
101, we are aware that Axovant is developing AXO-AAV-GM2 for the treatment of GM2 gangliosidosis, and with respect to TSHA-102, we
are aware that Novartis is developing AVXS-201 for the treatment of Rett syndrome. We are also aware that the
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Rett Syndrome Research Trust, Amicus Therapeutics and Sarepta Therapeutics have disclosed the existence of discovery-stage gene
therapy programs for the treatment of Rett syndrome. With respect to TSHA-118, we are aware that Amicus, in collaboration with Nationwide
Children’s Hospital, is developing a gene therapy product candidate for CLN1 disease.

Many 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 United States and in foreign countries. Our current and potential future competitors may also have significantly
more experience commercializing drugs, particularly gene therapy and other biological products, that have been approved for
marketing. Mergers and acquisitions in the pharmaceutical and biotechnology industries could result in even more resources being
concentrated among a small number of our competitors.

We will face competition from other drugs or from other non-drug products currently approved or that will be approved in the future in
the neurology field, including for the treatment of diseases and disorders in the therapeutic categories we intend to target. Therefore, our
ability to compete successfully will depend largely on our ability to:

» develop and commercialize drugs that are superior to other products in the market;

« demonstrate through our clinical trials that our product candidates are differentiated from existing and future therapies;

« attract qualified scientific, product development and commercial personnel;

< obtain patent or other proprietary protection for our medicines;

« obtain required regulatory approvals;

* obtain coverage and adequate reimbursement from, and negotiate competitive pricing with, third-party payors; and

« successfully collaborate with pharmaceutical companies in the discovery, development and commercialization of new medicines.

The availability of our competitors’ products could limit the demand, and the price we are able to charge, for any product candidate we
develop. The inability to compete with existing or subsequently introduced drugs would have an adverse impact on our business, financial
condition and prospects. In addition, the reimbursement structure of approved gene therapies by other companies could impact the

anticipated reimbursement structure of our gene therapies, if approved, and our business, financial condition, results of operations and
prospects.

Established pharmaceutical companies may invest heavily to accelerate discovery and development of novel compounds or
to in-license novel compounds that could make our product candidates less competitive. In addition, any new product that competes with an
approved product must demonstrate compelling advantages in efficacy, convenience, tolerability and safety in order to overcome price
competition and to be commercially successful. Accordingly, our competitors may succeed in obtaining patent protection, discovering,
developing, receiving regulatory and marketing approval for, or commercializing, drugs before we do, which would have an adverse impact
on our business and results of operations.

Any product candidates for which we intend to seek approval as biologic products may face competition sooner than anticipated.

The Patient Protection and Affordable Care Act, as amended by the Health Care and Education Reconciliation Act, or collectively, the
ACA, includes a subtitle called the Biologics Price Competition
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and Innovation Act of 2009, or BPCIA, which created an abbreviated approval pathway for biological products that are biosimilar to or
interchangeable with an FDA-licensed reference biological product. 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 the sponsor’s own preclinical data and data from adequate and well-controlled clinical trials to
demonstrate the safety, purity and potency of their product. The law is complex and is still being interpreted and implemented by the FDA. As
a result, its ultimate impact, implementation and meaning are subject to uncertainty. While it is uncertain when such processes intended to
implement BPCIA may be fully adopted by the FDA, any such processes could have an adverse effect on the future commercial prospects
for our biological products.

There is a risk that any of our product candidates approved as a biological product under a BLA would not qualify for
the 12-year period of exclusivity or that this exclusivity could be shortened due to congressional action or otherwise, or that the FDA will not
consider our product candidates to be reference products for competing products, potentially creating the opportunity for generic competition
sooner than anticipated. Other aspects of the BPCIA, some of which may impact the BPCIA exclusivity provisions, have also been the
subject of recent litigation. Moreover, the extent to which a biosimilar, once approved, will be substituted for any one of our reference
products in a way that is similar to traditional generic substitution for non-biological products is not yet clear, and will depend on a number of
marketplace and regulatory factors that are still developing. If competitors are able to obtain marketing approval for biosimilars referencing
our candidates, if approved, our products may become subject to competition from such biosimilars, with the attendant competitive pressure
and potential adverse consequences.

The success of our product candidates will depend significantly on coverage and adequate reimbursement or the willingness of
patients to pay for these procedures.

We believe our success depends on obtaining and maintaining coverage and adequate reimbursement for our product candidates,
including TSHA-101 for the treatment of GM2 gangliosidosis, TSHA-118 for the treatment of CLN1 disease, TSHA-102 for the treatment of
Rett syndrome, TSHA-103 for the treatment of SLC6A1 haploinsufficiency and TSHA-104 for the treatment of SURF1 deficiency, and the
extent to which patients will be willing to pay out-of-pocket for such products, in the absence of reimbursement for all or part of the cost. In
the United States and in other countries, patients who are provided medical treatment for their conditions generally rely on third-party payors
to reimburse all or part of the costs associated with their treatment. The availability of coverage and adequacy of reimbursement for our
products by third-party payors, including government health care programs (e.g., Medicare, Medicaid, TRICARE), managed care providers,
private health insurers, health maintenance organizations, and other organizations is essential for most patients to be able to afford medical
services and pharmaceutical products such as our product candidates. Third-party payors often rely upon Medicare coverage policy and
payment limitations in setting their own coverage and reimbursement policies. However, decisions regarding the extent of coverage and
amount of reimbursement to be provided are made on a payor-by-payor basis. One payor’s determination to provide coverage for a drug
product does not assure that other payors will also provide coverage, and adequate reimbursement. The principal decisions about
reimbursement for new medicines are typically made by the Centers for Medicare & Medicaid Services, or CMS, an agency within the U.S.
Department of Health and Human Services, or HHS. CMS decides whether and to what extent products will be covered and reimbursed
under Medicare and private payors tend to follow CMS to a substantial degree.
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Third-party payors determine which products and procedures they will cover and establish reimbursement levels. Even if a third-party
payor covers a particular product or procedure, the resulting reimbursement payment rates may not be adequate. Patients who are treated
in-office for a medical condition generally rely on third-party payors to reimburse all or part of the costs associated with the procedure,
including costs associated with products used during the procedure, and may be unwilling to undergo such procedures in the absence of
such coverage and adequate reimbursement. Physicians may be unlikely to offer procedures for such treatment if they are not covered by
insurance and may be unlikely to purchase and use our product candidates, if approved, for our stated indications unless coverage is
provided and reimbursement is adequate. In addition, for products administered under the supervision of a physician, obtaining coverage and
adequate reimbursement may be particularly difficult because of the higher prices often associated with such drugs.

Reimbursement by a third-party payor may depend upon a number of factors, including the third-party payor’s determination that a
procedure is safe, effective and medically necessary; appropriate for the specific patient; cost-effective; supported by peer-reviewed medical
journals; included in clinical practice guidelines; and neither cosmetic, experimental, nor investigational. Further, increasing efforts by third-
party payors in the United States and abroad to cap or reduce healthcare costs may cause such organizations to limit both coverage and the
level of reimbursement for newly approved products and, as a result, they may not cover or provide adequate payment for our product
candidates. In order to secure coverage and reimbursement for any product that might be approved for sale, we may need to conduct
expensive pharmacoeconomic studies in order to demonstrate the medical necessity and cost-effectiveness of our products, in addition to
the costs required to obtain FDA or comparable regulatory approvals. Additionally, we may also need to provide discounts to purchasers,
private health plans or government healthcare programs. Our product candidates may nonetheless not be considered medically necessary or
cost-effective. If third-party payors do not consider a product to be cost-effective compared to other available therapies, they may not cover
the product after approval as a benefit under their plans or, if they do, the level of payment may not be sufficient to allow a company to sell its
products at a profit. We expect to experience pricing pressures from third-party payors in connection with the potential sale of any of our
product candidates.

Foreign governments also have their own healthcare reimbursement systems, which vary significantly by country and region, and we
cannot be sure that coverage and adequate reimbursement will be made available with respect to the treatments in which our products are
used under any foreign reimbursement system.

There can be no assurance that TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any other product candidate, if
approved for sale in the United States or in other countries, will be considered medically reasonable and necessary, that it will be considered
cost-effective by third-party payors, that coverage or an adequate level of reimbursement will be available or that reimbursement policies and
practices in the United States and in foreign countries where our products are sold will not adversely affect our ability to sell our product
candidates profitably, if they are approved for sale.

Product liability lawsuits against us could cause us to incur substantial liabilities and to limit commercialization of any products
that we may develop.

We face an inherent risk of product liability exposure related to the testing of our product candidates in human clinical trials and will
face an even greater risk if we commercially sell any products that we may develop. If we cannot successfully defend ourselves against
claims that our product candidates or drugs caused injuries, we will incur substantial liabilities. Regardless of merit or eventual outcome,
liability claims may result in:

« decreased demand for any product candidates or drugs that we may develop;
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 injury to our reputation and significant negative media attention;

« withdrawal of clinical trial participants;

« significant costs to defend the related litigation;

« substantial monetary awards paid to trial participants or patients;

* loss of revenue;

« reduced resources of our management to pursue our business strategy; and

« the inability to commercialize any products that we may develop.

Although we maintain product liability insurance coverage, such insurance may not be adequate to cover all liabilities that we may
incur. We may need to increase our insurance coverage as we expand our clinical trials or if we commence commercialization of our product
candidates. Insurance coverage is increasingly expensive. We may not be able to maintain insurance coverage at a reasonable cost or in an
amount adequate to satisfy any liability that may arise.

Our business and operations would suffer in the event of computer system failures, cyberattacks or a deficiency in our
cybersecurity.

Despite the implementation of security measures, our internal computer systems, and those of third parties on which we rely, are
vulnerable to damage from computer viruses, malware, natural disasters, terrorism, war, telecommunication and electrical failures,
cyberattacks or cyber-intrusions over the Internet, attachments to emails, persons inside our organization, or persons with access to systems
inside our organization. The risk of a security breach or disruption, particularly through cyberattacks or cyber intrusion, including by computer
hackers, foreign governments, and cyber terrorists, has generally increased as the number, intensity and sophistication of attempted attacks
and intrusions from around the world have increased. If such an event were to occur and cause interruptions in our operations, it could result
in a material disruption of our product development programs. For example, the loss of clinical trial data from completed or ongoing or
planned clinical trials could result in delays in our regulatory approval efforts and significantly increase our costs to recover or reproduce the
data. To the extent that any disruption or security breach was to result in a loss of or damage to our data or applications, or inappropriate
disclosure of confidential or proprietary information, we could incur material legal claims and liability and damage to our reputation, and the
further development of our product candidates could be delayed.

We are subject to a variety of privacy and data security laws, and our failure to comply with them could harm our business.

We maintain a large quantity of sensitive information, including confidential business and personal information in connection with the
conduct of our clinical trials and related to our employees, and we are subject to laws and regulations governing the privacy and security of
such information. In the United States, there are numerous federal and state privacy and data security laws and regulations governing the
collection, use, disclosure and protection of personal information, including federal and state health information privacy laws, federal and
state security breach notification laws, and federal and state consumer protection laws. Each of these constantly evolving laws can be
subject to varying interpretations. In May 2018, a new privacy regime, the General Data Protection Regulation or the GDPR, took effect in the
European Economic Area, or the EEA. The GDPR governs the collection, use, disclosure, transfer or other processing of personal data of
European persons. Among other things, the GDPR imposes requirements regarding the security of personal data and notification of data
processing obligations to the competent national data processing authorities, changes the lawful bases on which personal data can be
processed, expands the definition of personal data and requires
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changes to informed consent practices, as well as more detailed notices for clinical trial subjects and investigators. In addition, the GDPR
increases the scrutiny of transfers of personal data from clinical trial sites located in the EEA to the United States and other jurisdictions that
the European Commission does not recognize as having “adequate” data protection laws, and imposes substantial fines for breaches and
violations (up to the greater of €20 million or 4% of our consolidated annual worldwide gross revenue). The GDPR also confers a private right
of action on data subjects and consumer associations to lodge complaints with supervisory authorities, seek judicial remedies and obtain
compensation for damages resulting from violations of the GDPR.

Compliance with these and any other applicable privacy and data security laws and regulations is a rigorous and time-intensive
process, and we may be required to put in place additional mechanisms ensuring compliance with the new data protection rules. If we fail to
comply with any such laws or regulations, we may face significant fines and penalties that could adversely affect our business, financial
condition and results of operations. Furthermore, the laws are not consistent, and compliance in the event of a widespread data breach is
costly. In addition, states are constantly adopting new laws or amending existing laws, requiring attention to frequently changing regulatory
requirements. For example, California enacted the California Consumer Privacy Act, or the CCPA, on June 28, 2018, and took effect on
January 1, 2020, became enforceable by the California Attorney General on July 1, 2020, and has been dubbed the first “GDPR-like” law in
the United States. The CCPA gives California residents expanded rights to access and delete their personal information, opt out of certain
personal information sharing and receive detailed information about how their personal information is used by requiring covered companies
to provide new disclosures to California consumers (as that term is broadly defined) and provide such consumers new ways to opt-out of
certain sales of personal information. The CCPA provides for civil penalties for violations, as well as a private right of action for data breaches
that is expected to increase data breach litigation. The CCPA may increase our compliance costs and potential liability. While there is
currently an exception for protected health information that is subject to HIPAA and clinical trial regulations, as currently written, the CCPA
may impact certain of our business activities. Some observers have noted that the CCPA could mark the beginning of a trend toward more
stringent privacy legislation in the United States. Other states are beginning to pass similar laws. For example, an amendment to Nevada’'s
privacy laws, which went into effect October 1, 2019, requires us to offer to consumers the right to opt-out of the sale of their personal
information.

Risks Related to Our Dependence on Third Parties

We currently rely exclusively on our collaboration with UT Southwestern for our preclinical research and development programs,
including for discovering, preclinically developing and conducting all IND-enabling studies for our lead product candidates and our
near-term future pipeline. Failure or delay of UT Southwestern to fulfill all or part of its obligations to us under the agreement, a
breakdown in collaboration between the parties or a complete or partial loss of this relationship would materially harm our
business.

Our collaboration with UT Southwestern is critical to our business. We have entered into a Research, Collaboration and License
Agreement, or the UT Southwestern Agreement, with UT Southwestern to discover and develop certain AAV vector-based therapeutics, and
the product candidates developed under such collaboration currently represent all of our pipeline and discovery programs. We currently rely
exclusively on UT Southwestern for all of our preclinical research and development capabilities, and in particular the UT Southwestern Gene
Therapy Program under the direction of Drs. Steven Gray and Berge Minassian. Pursuant to the UT Southwestern Agreement, UT
Southwestern is primarily responsible for discovery, preclinical development activities, including all IND-enabling non-clinical studies and
research grade manufacturing, and other collaborative activities set forth in the plan for the funded research including leading interactions
with FDA and other
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regulatory authorities. Although we plan to be the sponsor for each product candidate’s IND, UT Southwestern will be the holder of the Health
Canada CTA for TSHA-101. Either party has the right in certain circumstances to terminate the collaboration pursuant to the terms of the UT
Southwestern Agreement. If UT Southwestern delays or fails to perform its obligations under the UT Southwestern Agreement, disagrees
with our interpretation of the terms of the collaboration or our discovery plan or terminates our existing agreement, our pipeline of product
candidates would be significantly adversely affected and our prospects will be materially harmed.

The term of the research funding portion of the UT Southwestern Agreement, under which we have the ability to acquire exclusive
rights to additional gene therapy products for rare, monogenic central nervous system indications, expires in November 2021, subject to
mutual agreement to extend research funding pursuant to sponsored research agreements. If we seek to extend the research portion of our
collaboration, we will need to negotiate a new or amended agreement, which may not be available to us on equally favorable terms, if at all.
UT Southwestern has also entered into collaborations with third parties, including certain of our competitors, addressing targets and disease
indications outside the scope of our collaboration. As a result, UT Southwestern may have competing interests with respect to their priorities
and resources. We may have disagreements with UT Southwestern with respect to the interpretation of the UT Southwestern Agreement,
use of resources or otherwise that could cause our relationship with UT Southwestern to deteriorate. As a result, UT Southwestern may
reduce their focus on, and resources allocated to, our programs, potentially delaying or terminating our ability to advance product candidates
through preclinical studies. Additionally, if either of Dr. Gray or Dr. Minassian were to leave UT Southwestern or to otherwise no longer be
meaningfully involved with us, our preclinical research and development capabilities may be substantially reduced.

Further, under the UT Southwestern Agreement, UT Southwestern is primarily responsible for prosecuting and maintaining our
licensed intellectual property, and it may fail to properly prosecute, maintain or defend such intellectual property. In such event, if we are
unable to otherwise maintain or defend such intellectual property, we could face the potential invalidation of the intellectual property or be
subjected to litigation or arbitration, any of which would be time-consuming and expensive. To enforce the licensed intellectual property rights
under the UT Southwestern Agreement, we will need to coordinate with UT Southwestern, which could slow down or hamper our ability to
enforce our licensed intellectual property rights. In such event, we could face increased competition that could materially and adversely affect
our business.

We intend to rely on third parties to conduct a significant portion of our existing clinical trials and potential future clinical trials for
product candidates, and those third parties may not perform satisfactorily, including failing to meet deadlines for the completion of
such trials.

We intend to engage CROs to conduct our planned clinical trials, including our planned Phase 1/2 trials of TSHA-101 and TSHA-118.
We expect to continue to rely on third parties, including clinical data management organizations, medical institutions and clinical
investigators, to conduct those clinical trials. Any of these third parties may terminate their engagements with us, some in the event of an
uncured material breach and some at any time for convenience. If any of our relationships with these third parties terminate, we may not be
able to timely enter into arrangements with alternative third parties or to do so on commercially reasonable terms, if at all. Switching or
adding CROs involves substantial cost and requires management time and focus. In addition, there is a natural transition period when a new
CRO commences work. As a result, delays occur, which can materially impact our ability to meet our desired clinical development timelines.
Though we intend to carefully manage our relationships with our CROs, there can be no assurance that we will not encounter challenges or
delays in the future or that these delays or challenges will not have a material adverse impact on our business, financial condition and
prospects. Further, the performance of our CROs may also be
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interrupted by the ongoing COVID-19 pandemic, including due to travel or quarantine policies, heightened exposure of CRO staff who are
healthcare providers to COVID-19 or prioritization of resources toward the pandemic.

In addition, any third parties conducting our clinical trials will not be our employees, and except for remedies available to us under our
agreements with such third parties, we cannot control whether or not they devote sufficient time and resources to our clinical programs. If
these third parties do not successfully carry out their contractual duties or obligations or meet expected deadlines, if they need to be replaced
or if the quality or accuracy of the clinical data they obtain is compromised due to the failure to adhere to our clinical protocols, regulatory
requirements or for other reasons, our clinical trials may be extended, delayed or terminated and we may not be able to obtain regulatory
approval for or successfully commercialize our product candidates. Consequently, our results of operations and the commercial prospects for
our product candidates would be harmed, our costs could increase substantially and our ability to generate revenue could be delayed
significantly.

We rely on these parties for execution of our preclinical studies and clinical trials, and generally do not control their activities. Our
reliance on these third parties for research and development activities will reduce our control over these activities but will not relieve us of our
responsibilities. For example, we will remain responsible for ensuring that each of our clinical trials is conducted in accordance with the
general investigational plan and protocols for the trial. Moreover, the FDA requires us to comply with standards, commonly referred to as
good clinical practices, or GCPs, for conducting, recording and reporting the results of clinical trials to assure that data and reported results
are credible and accurate and that the rights, integrity and confidentiality of trial participants are protected. We also are required to register
ongoing clinical trials and post the results of completed clinical trials on a government-sponsored database, ClinicalTrials.gov, within specified
timeframes. Failure to do so can result in fines, adverse publicity and civil and criminal sanctions. If we or any of our CROs or other third
parties, including trial sites, fail to comply with applicable GCPs, the clinical data generated in our clinical trials may be deemed unreliable
and the FDA, EMA or comparable foreign regulatory authorities may require us to perform additional clinical trials before approving our
marketing applications. We cannot assure you that upon inspection by a given regulatory authority, such regulatory authority will determine
that any of our clinical trials complies with GCP regulations. In addition, our clinical trials must be conducted with product produced under
cGMP conditions. Our failure to comply with these regulations may require us to repeat clinical trials, which would delay the regulatory
approval process.

In addition, principal investigators for our clinical trials may serve as scientific advisors or consultants to us from time to time and
receive compensation in connection with such services. Under certain circumstances, we may be required to report some of these
relationships to the FDA. The FDA may conclude that a financial relationship between us and a principal investigator has created a conflict of
interest or otherwise affected interpretation of the trial. The FDA may therefore question the integrity of the data generated at the applicable
clinical trial site and the utility of the clinical trial itself may be jeopardized. This could result in a delay in approval, or rejection, of our
marketing applications by the FDA and may ultimately lead to the denial of marketing approval of TSHA-101, TSHA-118, TSHA-102,
TSHA-103, TSHA-104 or any other product candidates.

We also expect to rely on other third parties to store and distribute product supplies for our clinical trials. Any performance failure on
the part of our distributors could delay clinical development or marketing approval of our product candidates or commercialization of our
products, producing additional losses and depriving us of potential revenue.
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We may seek collaborations with third parties for the development or commercialization of our product candidates. If those
collaborations are not successful, we may not be able to capitalize on the market potential of these product candidates.

We may seek third-party collaborators for the development and commercialization of our product candidates, including for the
commercialization of any of our product candidates that are approved for marketing outside the United States. Our likely collaborators for any
such arrangements include regional and national pharmaceutical companies and biotechnology companies. If we enter into any additional
such arrangements with any third parties, we will likely have limited control over the amount and timing of resources that our collaborators
dedicate to the development or commercialization of our product candidates. Our ability to generate revenue from these arrangements will
depend on our collaborators’ abilities to successfully perform the functions assigned to them in these arrangements.

Collaborations involving our product candidates would pose the following risks to us:

collaborators have significant discretion in determining the efforts and resources that they will apply to these collaborations;
collaborators may not perform their obligations as expected;

collaborators may not pursue development and commercialization of any product candidates that achieve regulatory approval or
may elect not to continue or renew development or commercialization programs based on clinical trial results, changes in the
collaborators’ strategic focus or available funding, or external factors, such as an acquisition, that divert resources or create
competing priorities;

collaborators may delay clinical trials, provide insufficient funding for a clinical trial program, stop a clinical trial or abandon a
product candidate, repeat or conduct new clinical trials or require a new formulation of a product candidate for clinical testing;

collaborators could independently develop, or develop with third parties, products that compete directly or indirectly with our product
candidates if the collaborators believe that competitive products are more likely to be successfully developed or can be
commercialized under terms that are more economically attractive than ours;

we could grant exclusive rights to our collaborators that would prevent us from collaborating with others;

product candidates discovered in collaboration with us may be viewed by our collaborators as competitive with their own product
candidates or drugs, which may cause collaborators to cease to devote resources to the commercialization of our product
candidates;

a collaborator with marketing and distribution rights to one or more of our product candidates that achieve regulatory approval may
not commit sufficient resources to the marketing and distribution of such products;

disagreements with collaborators, including disagreements over proprietary rights, contract interpretation or the preferred course of
development, might cause delays or termination of the research, development or commercialization of product candidates, might
lead to additional responsibilities for us with respect to product candidates, or might result in litigation or arbitration, any of which
would be time-consuming and expensive;

collaborators may not properly maintain or defend our or their intellectual property rights or may use our or their proprietary
information in such a way as to invite litigation that could jeopardize or invalidate such intellectual property or proprietary
information or expose us to potential litigation;

collaborators may infringe the intellectual property rights of third parties, which may expose us to litigation and potential liability; and
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» collaborations may be terminated for the convenience of the collaborator and, if terminated, we could be required to raise additional
capital to pursue further development or commercialization of the applicable product candidates.

Collaboration agreements may not lead to development or commercialization of product candidates in the most efficient manner or at
all. If any future collaborator of ours were to be involved in a business combination, the continued pursuit and emphasis on our product
development or commercialization program could be delayed, diminished or terminated.

We face significant competition in seeking appropriate collaborators. Whether we reach a definitive agreement for any collaboration
will depend, among other things, upon our assessment of the collaborator’s resources and expertise, the terms and conditions of the
proposed collaboration and the proposed collaborator’s evaluation of a number of factors. Those factors may include the design or results of
clinical trials, the likelihood of approval by the FDA or similar regulatory authorities outside the United States, the potential market for the
subject product candidate, the costs and complexities of manufacturing and delivering such product candidate to patients, the potential of
competing products, the existence of uncertainty with respect to our ownership of technology, which can exist if there is a challenge to such
ownership without regard to the merits of the challenge and industry and market conditions generally. The collaborator may also consider
alternative product candidates or technologies for similar indications that may be available to collaborate on and whether such a collaboration
could be more attractive than the one with us for our product candidate. Collaborations are complex and time-consuming to negotiate and
document. In addition, there have been a significant number of recent business combinations among large pharmaceutical companies that
have resulted in a reduced number of potential future collaborators.

We may not be able to negotiate additional collaborations on a timely basis, on acceptable terms, or at all. If we are unable to do so,
we may have to curtail the development of such product candidate, reduce or delay its development program or one or more of our other
development programs, delay its potential commercialization or reduce the scope of any sales or marketing activities, or increase our
expenditures and undertake development or commercialization activities at our own expense. If we elect to increase our expenditures to fund
development or commercialization activities on our own, we may need to obtain additional capital, which may not be available to us on
acceptable terms or at all. If we do not have sufficient funds, we may not be able to further develop our product candidates or bring them to
market and generate revenue.

Risks Related to our Intellectual Property

If we are unable to obtain or protect intellectual property rights related to any of our product candidates, we may not be able to
compete effectively in our market.

We rely upon a combination of patents, trade secret protection and confidentiality agreements to protect the intellectual property
related to our product candidates. Our success depends in large part on our ability to obtain and maintain patent and other intellectual
property protection in the United States and in other countries with respect to our proprietary technology and product candidates.

As of the date of this prospectus, we in-license one Patent Cooperation Treaty application, 14 pending foreign patent applications,
14 patent applications pending in the United States, of which two are United States utility patent applications, both of which, if issued, are
expected to expire in 2037, and 12 are United States provisional patent applications where patent applications claiming priority to these
provision patent applications, if issued, are expected to expire between 2040 and 2041. We cannot offer any assurances about which of our
patent applications will issue, the breadth of any resulting patent or whether any of the issued patents will be found invalid and unenforceable
or will be
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threatened by third parties. We cannot offer any assurances that the breadth of our granted patents will be sufficient to stop a competitor from
developing and commercializing a product, including a biosimilar product that would be competitive with one or more of our product
candidates. Furthermore, any successful challenge to these patents or any other patents owned by or licensed to us after patent issuance
could deprive us of rights necessary for the successful commercialization of any of our product candidates. Further, if we encounter delays in
regulatory approvals, the period of time during which we could market a product candidate under patent protection could be reduced.

The patent prosecution process is expensive and time-consuming. We may not be able to prepare, file and prosecute all necessary or
desirable patent applications at a commercially reasonable cost or in a timely manner or in all jurisdictions. It is also possible that we may fail
to identify patentable aspects of inventions made in the course of development and commercialization activities before it is too late to obtain
patent protection on them. Moreover, depending on the terms of any future in-licenses to which we may become a party, we may not have
the right to control the preparation, filing and prosecution of patent applications, or to maintain the patents, covering technology in-licensed
from third parties. Therefore, these patents and patent applications may not be prosecuted and enforced in a manner consistent with the best
interests of our business.

In addition to the protection provided by our patent estate, we rely on trade secret protection and confidentiality agreements to protect
proprietary know-how that is not amenable to patent protection. Although we generally require all of our employees to assign their inventions
to us, and all of our employees, consultants, advisors and any third parties who have access to our proprietary know-how, information, or
technology to enter into confidentiality agreements, we cannot provide any assurances that all such agreements have been duly executed, or
that our trade secrets and other confidential proprietary information will not be disclosed. Moreover, our competitors may independently
develop knowledge, methods and know-how equivalent to our trade secrets. Competitors could purchase our products, if approved, and
replicate some or all of the competitive advantages we derive from our development efforts for technologies on which we do not have patent
protection. If any of our trade secrets were to be lawfully obtained or independently developed by a competitor, we would have no right to
prevent them, or those to whom they communicate it, from using that technology or information to compete with us. If any of our trade secrets
were to be disclosed to or independently developed by a competitor, our competitive position would be harmed.

We also seek to preserve the integrity and confidentiality of our data and trade secrets by maintaining physical security of our
premises and physical and electronic security of our information technology systems. While we have confidence in these individuals,
organizations and systems, our agreements or security measures may be breached, and we may not have adequate remedies for any
breach. Also, if the steps taken to maintain our trade secrets are deemed inadequate, we may have insufficient recourse against third parties
for misappropriating the trade secret. In addition, others may independently discover our trade secrets and proprietary information. For
example, the FDA is considering whether to make additional information publicly available on a routine basis, including information that we
may consider to be trade secrets or other proprietary information, and it is not clear at the present time how the FDA's disclosure policies
may change in the future. If we are unable to prevent material disclosure of the non-patented intellectual property related to our technologies
to third parties, and there is no guarantee that we will have any such enforceable trade secret protection, we may not be able to establish or
maintain a competitive advantage in our market, which could materially adversely affect our business, results of operations and financial
condition.
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Patent terms may be inadequate to protect our competitive position on our products for an adequate amount of time, and if we do
not obtain protection under the Hatch-Waxman Amendments and similar non-United States legislation for extending the term of
patents covering each of our product candidates, our business may be materially harmed.

Given the amount of time required for the development, testing and regulatory review of new product candidates, patents protecting
such candidates might expire before or shortly after such candidates are commercialized. Depending upon the timing, duration and
conditions of FDA marketing approval of our product candidates, one or more of our United States patents may be eligible for limited patent
term extension under the Drug Price Competition and Patent Term Restoration Act of 1984, referred to as the Hatch-Waxman Amendments,
and similar legislation in the European Union. The Hatch-Waxman Amendments permit a patent term extension of up to five years for a
patent covering an approved product as compensation for effective patent term lost during product development and the FDA regulatory
review process. A patent term extension cannot extend the remaining term of a patent beyond a total of 14 years from the date of product
approval. Only one patent may be extended, and only those claims covering the approved drug, a method for using it, or a method for
manufacturing it may be extended. However, we may not receive an extension if we fail to apply within applicable deadlines, fail to apply prior
to expiration of relevant patents or otherwise fail to satisfy applicable requirements. Moreover, the length of the extension could be less than
we request. If we are unable to obtain patent term extension or the term of any such extension is less than we request, the period during
which we can enforce our patent rights for that product will be shortened and our competitors may obtain approval to market competing
products sooner. As a result, our revenue from applicable products could be reduced and could have a material adverse effect on our
business.

If we fail to comply with our obligations in our current and future intellectual property licenses with third parties, we could lose
rights that are important to our business.

We are heavily reliant upon licenses to certain patent rights and proprietary technology for the development of our product candidates,
in particular the UT Southwestern Agreement and our license agreements with Queen’s University at Kingston and Abeona Therapeutics Inc.
These license agreements impose diligence, development and commercialization timelines and milestone payment, royalty, insurance and
other obligations on us. If we fail to comply with our obligations, our licensors may have the right to terminate our licenses, in which event we
might not be able to develop, manufacture or market any product that is covered by the intellectual property we in-license from such licensor
and may face other penalties. Such an occurrence would materially adversely affect our business prospects.

Licenses to additional third-party technology and materials that may be required for our development programs may not be available
in the future or may not be available on commercially reasonable terms, or at all, which could have a material adverse effect on our business
and financial condition. Although we control the prosecution, maintenance and enforcement of the licensed and sublicensed intellectual
property relating to our product candidates, we may require the cooperation of our licensors and any upstream licensor, which may not be
forthcoming. Therefore, we cannot be certain that the prosecution, maintenance and enforcement of these patent rights will be in a manner
consistent with the best interests of our business. If we or our licensor fail to maintain such patents, or if we or our licensor lose rights to
those patents or patent applications, the rights we have licensed may be reduced or eliminated and our right to develop and commercialize
any of our product candidates that are the subject of such licensed rights could be adversely affected. In addition to the foregoing, the risks
associated with patent rights that we license from third parties will also apply to patent rights we may own in the future. Further, if we fail to
comply with our development obligations under our license agreements, we may lose our patent rights with respect to such agreement on a
territory-by-territory basis, which would affect our patent rights worldwide.
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Termination of our current or any future license agreements would reduce or eliminate our rights under these agreements and may
result in our having to negotiate new or reinstated agreements with less favorable terms or cause us to lose our rights under these
agreements, including our rights to important intellectual property or technology. Any of the foregoing could prevent us from commercializing
our other product candidates, which could have a material adverse effect on our operating results and overall financial condition.

In addition, intellectual property rights that we in-license in the future may be sublicenses under intellectual property owned by third
parties, in some cases through multiple tiers. The actions of our licensors may therefore affect our rights to use our sublicensed intellectual
property, even if we are in compliance with all of the obligations under our license agreements. Should our licensors or any of the upstream
licensors fail to comply with their obligations under the agreements pursuant to which they obtain the rights that are sublicensed to us, or
should such agreements be terminated or amended, our ability to develop and commercialize our product candidates may be materially
harmed.

Patent reform legislation could increase the uncertainties and costs surrounding the prosecution of our patent applications and
the enforcement or defense of our future patents.

Our ability to obtain patents is highly uncertain because, to date, some legal principles remain unresolved, and there has not been a
consistent policy regarding the breadth or interpretation of claims allowed in patents in the United States. Furthermore, the specific content of
patents and patent applications that are necessary to support and interpret patent claims is highly uncertain due to the complex nature of the
relevant legal, scientific, and factual issues. Changes in either patent laws or interpretations of patent laws in the United States and other
countries may diminish the value of our intellectual property or narrow the scope of our patent protection.

For example, on September 16, 2011, the Leahy-Smith America Invents Act, or the Leahy-Smith Act, was signed into law. The Leahy-
Smith Act included a number of significant changes to United States patent law. These included provisions that affect the way patent
applications will be prosecuted and may also affect patent litigation. The United States Patent and Trademark Office, or USPTO, has
developed new and untested regulations and procedures to govern the full implementation of the Leahy-Smith Act, and many of the
substantive changes to patent law associated with the Leahy-Smith Act, and in particular, the first to file provisions, became effective in
March 2013. The Leahy-Smith Act has also introduced procedures making it easier for third parties to challenge issued patents, as well as to
intervene in the prosecution of patent applications. Finally, the Leahy-Smith Act contained new statutory provisions that require the USPTO to
issue new regulations for their implementation, and it may take the courts years to interpret the provisions of the new statute. It is too early to
tell what, if any, impact the Leahy-Smith Act will have on the operation of our business and the protection and enforcement of our intellectual
property. However, the Leahy-Smith Act and its implementation could increase the uncertainties and costs surrounding the prosecution of our
patent applications and the enforcement or defense of our future patents. Further, the United States Supreme Court has ruled on several
patent cases in recent years, either narrowing the scope of patent protection available in certain circumstances or weakening the rights of
patent owners in certain situations. In addition to increasing uncertainty with regard to our ability to obtain patents in the future, this
combination of events has created uncertainty with respect to the value of patents, once obtained. Depending on actions by the United
States Congress, the federal courts and the USPTO, the laws and regulations governing patents could change in unpredictable ways that
would weaken our ability to obtain new patents or to enforce patents that we have owned or licensed or that we might obtain in the future. An
inability to obtain, enforce, and defend patents covering our proprietary technologies would materially and adversely affect our business
prospects and financial condition.

Similarly, changes in patent laws and regulations in other countries or jurisdictions, changes in the governmental bodies that enforce
them or changes in how the relevant governmental authority
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enforces patent laws or regulations may weaken our ability to obtain new patents or to enforce patents that we may obtain in the future.
Further, the laws of some foreign countries do not protect proprietary rights to the same extent or in the same manner as the laws of the
United States. As a result, we may encounter significant problems in protecting and defending our intellectual property both in the United
States and abroad. For example, if the issuance in a given country of a patent covering an invention is not followed by the issuance in other
countries of patents covering the same invention, or if any judicial interpretation of the validity, enforceability or scope of the claims or the
written description or enablement, in a patent issued in one country is not similar to the interpretation given to the corresponding patent
issued in another country, our ability to protect our intellectual property in those countries may be limited. Changes in either patent laws or in
interpretations of patent laws in the United States and other countries may materially diminish the value of our intellectual property or narrow
the scope of our patent protection.

We may be involved in lawsuits to protect or enforce our patents, which could be expensive, time consuming and unsuccessful.

Competitors may infringe the patents for which we have applied. To counter infringement or unauthorized use, we may be required to
file infringement claims, which can be expensive and time-consuming. If we initiate legal proceedings against a third party to enforce a patent
covering one of our product candidates, the defendant could counterclaim that the patent covering our product or product candidate is invalid
and/or unenforceable. In patent litigation in the United States, counterclaims alleging invalidity and/or unenforceability are common, and there
are numerous grounds upon which a third party can assert invalidity or unenforceability of a patent. In an infringement proceeding, a court
may decide that the patent claims we are asserting are invalid and/or unenforceable, or may refuse to stop the other party from using the
technology at issue on the grounds that our patent claims do not cover the technology in question. Third parties may also raise similar claims
before administrative bodies in the United States or abroad, even outside the context of litigation. Such mechanisms include re-examination,
post grant review, inter partes review and equivalent proceedings in foreign jurisdictions (for example, opposition proceedings). Such
proceedings could result in revocation of or amendment to our patents in such a way that they no longer cover our product candidates. The
outcome following legal assertions of invalidity and unenforceability is unpredictable. With respect to the validity question, for example, we
cannot be certain that there is no invalidating prior art, of which we, our patent counsel, and the patent examiner were unaware during
prosecution. If a defendant were to prevail on a legal assertion of invalidity and/or unenforceability, we would lose at least part, and perhaps
all, of the patent protection on our product candidates. An adverse result in any litigation or defense proceedings could put one or more of
our patents at risk of being invalidated or interpreted narrowly, could put our patent applications at risk of not issuing and could have a
material adverse impact on our business.

Interference proceedings provoked by third parties or brought by us may be necessary to determine the priority of inventions with
respect to our patent applications. An unfavorable outcome could require us to cease using the related technology or force us to take a
license under the patent rights of the prevailing party, if available. Furthermore, our business could be harmed if the prevailing party does not
offer us a license on commercially reasonable terms. Our defense of litigation or interference proceedings may fail and, even if successful,
may result in substantial costs and distract our management and other employees. We may not be able to prevent misappropriation of our
intellectual property rights, particularly in countries where the laws may not protect those rights as fully as in the United States.

Furthermore, because of the substantial amount of discovery required in connection with intellectual property litigation, there is a risk
that some of our confidential information could be compromised by disclosure during this type of litigation. There could also be public
announcements of
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the results of hearings, motions, or other interim proceedings or developments. If securities analysts or investors perceive these results to be
negative, it could have a material adverse effect on the price of our common stock.

We may be unsuccessful in licensing or acquiring intellectual property from third parties that may be required to develop and
commercialize our product candidates.

A third party may hold intellectual property, including patent rights that are important or necessary to the development and
commercialization of our product candidates. It may be necessary for us to use the patented or proprietary technology of third parties to
commercialize our product candidates, in which case we would be required to acquire or obtain a license to such intellectual property from
these third parties, and we may be unable to do so on commercially reasonable terms or at all. The licensing or acquisition of third-party
intellectual property rights is a competitive area, and several more established companies may pursue strategies to license or acquire third-
party intellectual property rights that we may consider attractive or necessary. These established companies may have a competitive
advantage over us due to their size, capital resources and greater clinical development and commercialization capabilities. In addition,
companies that perceive us to be a competitor may be unwilling to assign or license rights to us. We also may be unable to license or acquire
third-party intellectual property rights on terms that would allow us to make an appropriate return on our investment or at all. If we are unable
to successfully obtain rights to required third-party intellectual property rights or maintain the existing intellectual property rights we have, we
may have to abandon development of the relevant program or product candidate, which could have a material adverse effect on our
business.

Third parties may initiate legal proceedings alleging that we are infringing their intellectual property rights, the outcome of which
would be uncertain.

As our current and future product candidates progress toward commercialization, the possibility of a patent infringement claim against
us increases. We cannot provide any assurance that our current and future product candidates do not infringe other parties’ patents or other
proprietary rights, and competitors or other parties may assert that we infringe their proprietary rights in any event. We may become party to,
or threatened with, adversarial proceedings or litigation regarding intellectual property rights with respect to our current and future product
candidates, including interference or derivation proceedings before the USPTO. Even if we believe such claims are without merit, a court of
competent jurisdiction could hold that these third-party patents are valid, enforceable and infringed, which could have a negative impact on
our ability to commercialize TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any future product candidates. In order to
successfully challenge the validity of any such United States patent in federal court, we would need to overcome a presumption of validity. As
this burden is high and requires us to present clear and convincing evidence as to the invalidity of any such United States patent claim, there
is no assurance that a court of competent jurisdiction would agree with us and invalidate the claims of any such United States patent.
Moreover, given the vast number of patents in our field of technology, we cannot be certain that we do not infringe existing patents or that we
will not infringe patents that may be granted in the future.

While we may decide to initiate proceedings to challenge the validity of these or other patents in the future, we may be unsuccessful,
and courts or patent offices in the United States and abroad could uphold the validity of any such patent. Furthermore, because patent
applications can take many years to issue and may be confidential for 18 months or more after filing, and because pending patent claims can
be revised before issuance, there may be applications now pending which may later result in issued patents that may be infringed by the
manufacture, use or sale of our product candidates. Regardless of when filed, we may fail to identify relevant third-party patents or patent
applications, or we may incorrectly conclude that a third-party patent is invalid or not infringed by our product
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candidates or activities. If a patent holder believes that one of our product candidates infringes its patent, the patent holder may sue us even
if we have received patent protection for our technology. Moreover, we may face patent infringement claims from non-practicing entities that
have no relevant drug revenue and against whom our own patent portfolio may thus have no deterrent effect. If a patent infringement suit
were threatened or brought against us, we could be forced to stop or delay research, development, manufacturing or sales of the drug or
product candidate that is the subject of the actual or threatened suit.

We are aware of issued patent or patents issued to REGENXBIO Inc., or REGENX, that claim AAV vectors that have an AAV9 capsid
serotype. If we commercialize any of our product candidates prior to the expiry of those patents in 2026 without a license, the patent owner
could bring an action claiming infringement. In August 2020, we received a letter from REGENX that stated REGENX is the owner of or has
exclusive licenses to various issued patents or patent applications regarding the use of AAV9 vectors and offered to discuss licensing the
applicable patents from them. We intend to review their letter in detail and to take appropriate actions based on our review, which may
include, if we deem it appropriate, speaking with REGENX regarding their letter. If we are found to infringe a third party’s valid intellectual
property rights, we could be required to obtain a license from such third party to continue commercializing our product candidates. However,
we may not be able to obtain any required license on commercially reasonable terms or at all. Even if a license can be obtained on
acceptable terms, the rights may be non-exclusive, which could give our competitors access to the same technology or intellectual property
rights licensed to us. If we fail to obtain a required license, we may be unable to effectively market product candidates based on our
technology, which could limit our ability to generate revenue or achieve profitability and possibly prevent us from generating revenue
sufficient to sustain our operations. Alternatively, we may need to redesign our infringing products, which may be impossible or require
substantial time and monetary expenditure. Under certain circumstances, we could be forced, including by court orders, to cease
commercializing our product candidates. In addition, in any such proceeding or litigation, we could be found liable for substantial monetary
damages, potentially including treble damages and attorneys’ fees, if we are found to have willfully infringed the patent at issue. A finding of
infringement could prevent us from commercializing our product candidates or force us to cease some of our business operations, which
could harm our business. Any claims by third parties that we have misappropriated their confidential information or trade secrets could have
a similar negative impact on our business.

The cost to us in defending or initiating any litigation or other proceeding relating to patent or other proprietary rights, even if resolved
in our favor, could be substantial, and litigation would divert our management’s attention. Some of our competitors may be able to sustain the
costs of complex patent litigation more effectively than we can because they have substantially greater resources. Uncertainties resulting
from the initiation and continuation of patent litigation or other proceedings could delay our research and development efforts and limit our
ability to continue our operations.

We may be subject to claims that our employees, consultants, or independent contractors have wrongfully used or disclosed
confidential information of third parties.

We employ individuals who were previously employed at other biotechnology or biopharmaceutical companies. Although we try to
ensure that our employees, consultants and advisors do not use the proprietary information or know-how of others in their work for us, we
may be subject to claims that we or our employees, consultants, or independent contractors have inadvertently or otherwise used or
disclosed confidential information of our employees’ former employers or other third parties. We may also be subject to claims that former
employers or other third parties have an ownership interest in our future patents. Litigation may be necessary to defend against these claims.
There is no guarantee of success in defending these claims, and even if we are successful, litigation could result in substantial cost and be a
distraction to our management and other employees.
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We may be subject to claims challenging the inventorship or ownership of our future patents and other intellectual property.

We may also be subject to claims that former employees, collaborators, or other third parties have an ownership interest in our patent
applications, our future patents, or other intellectual property. We may be subject to ownership disputes in the future arising, for example,
from conflicting obligations of consultants or others who are involved in developing our product candidates. Although it is our policy to require
our employees and contractors who may be involved in the conception or development of intellectual property to execute agreements
assigning such intellectual property to us, we may be unsuccessful in executing such an agreement with each party who, in fact, conceives or
develops intellectual property that we regard as our own, and we cannot be certain that our agreements with such parties will be upheld in
the face of a potential challenge, or that they will not be breached, for which we may not have an adequate remedy. The assignment of
intellectual property rights may not be self-executing or the assignment agreements may be breached, and litigation may be necessary to
defend against these and other claims challenging inventorship or ownership. If we fail in defending any such claims, in addition to paying
monetary damages, we may lose valuable intellectual property rights, such as exclusive ownership of, or right to use, valuable intellectual
property. Such an outcome could have a material adverse effect on our business. Even if we are successful in defending against such
claims, litigation could result in substantial costs and be a distraction to management and other employees.

Reliance on third parties requires us to share our trade secrets, which increases the possibility that a competitor will discover
them or that our trade secrets will be misappropriated or disclosed.

If we rely on third parties to manufacture or commercialize our product candidates, or if we collaborate with additional third parties for
the development of such product candidates, we must, at times, share trade secrets with them. We may also conduct joint research and
development programs that may require us to share trade secrets under the terms of our research and development partnerships or similar
agreements. We seek to protect our proprietary technology in part by entering into confidentiality agreements and, if applicable, material
transfer agreements, consulting agreements or other similar agreements with our advisors, employees, third-party contractors and
consultants prior to beginning research or disclosing proprietary information. These agreements typically limit the rights of the third parties to
use or disclose our confidential information, including our trade secrets. Despite the contractual provisions employed when working with third
parties, the need to share trade secrets and other confidential information increases the risk that such trade secrets become known by our
competitors, are inadvertently incorporated into the technology of others, or are disclosed or used in violation of these agreements. Given
that our proprietary position is based, in part, on our know-how and trade secrets, a competitor's discovery of our trade secrets or other
unauthorized use or disclosure could have an adverse effect on our business and results of operations.

In addition, these agreements typically restrict the ability of our advisors, employees, third-party contractors and consultants to publish
data potentially relating to our trade secrets. Despite our efforts to protect our trade secrets, we may not be able to prevent the unauthorized
disclosure or use of our technical know-how or other trade secrets by the parties to these agreements. Moreover, we cannot guarantee that
we have entered into such agreements with each party that may have or have had access to our confidential information or proprietary
technology and processes. Monitoring unauthorized uses and disclosures is difficult, and we do not know whether the steps we have taken to
protect our proprietary technologies will be effective. If any of the collaborators, scientific advisors, employees, contractors and consultants
who are parties to these agreements breaches or violates the terms of any of these agreements, we may not have adequate remedies for
any such breach or violation, and we could lose our trade secrets as a result. Moreover, if confidential information that is licensed or
disclosed to us by our partners, collaborators, or others is inadvertently disclosed or subject
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to a breach or violation, we may be exposed to liability to the owner of that confidential information. Enforcing a claim that a third party
illegally obtained and is using our trade secrets, like patent litigation, is expensive and time consuming, and the outcome is unpredictable. In
addition, courts outside the United States are sometimes less willing to protect trade secrets.

We may enjoy only limited geographical protection with respect to certain patents and we may not be able to protect our
intellectual property rights throughout the world.

Filing and prosecuting patent applications and defending patents covering our product candidates in all countries throughout the world
would be prohibitively expensive. Competitors may use our technologies in jurisdictions where we have not obtained patent protection to
develop their own products and, further, may export otherwise infringing products to territories where we have patent protection, but
enforcement rights are not as strong as that in the United States or Europe. These products may compete with our product candidates, and
our future patents or other intellectual property rights may not be effective or sufficient to prevent them from competing.

In addition, we may decide to abandon national and regional patent applications before they are granted. The examination of each
national or regional patent application is an independent proceeding. As a result, patent applications in the same family may issue as patents
in some jurisdictions, such as in the United States, but may issue as patents with claims of different scope or may even be refused in other
jurisdictions. It is also quite common that depending on the country, the scope of patent protection may vary for the same product candidate
or technology.

While we intend to protect our intellectual property rights in our expected significant markets, we cannot ensure that we will be able to
initiate or maintain similar efforts in all jurisdictions in which we may wish to market our product candidates. Accordingly, our efforts to protect
our intellectual property rights in such countries may be inadequate, which may have an adverse effect on our ability to successfully
commercialize our product candidates in all of our expected significant foreign markets. If we encounter difficulties in protecting, or are
otherwise precluded from effectively protecting, the intellectual property rights important for our business in such jurisdictions, the value of
these rights may be diminished, and we may face additional competition from others in those jurisdictions.

The laws of some jurisdictions do not protect intellectual property rights to the same extent as the laws or rules and regulations in the
United States and Europe and many companies have encountered significant difficulties in protecting and defending such rights in such
jurisdictions. The legal systems of certain countries, particularly certain developing countries, do not favor the enforcement of patents, trade
secrets, and other intellectual property rights, which could make it difficult for us to stop the infringement of our future patents or marketing of
competing products in violation of our proprietary rights generally. Proceedings to enforce our patent rights in other jurisdictions, whether or
not successful, could result in substantial costs and divert our efforts and attention from other aspects of our business, could put our future
patents at risk of being invalidated or interpreted narrowly and our patent applications at risk of not issuing as patents, and could provoke
third parties to assert claims against us. We may not prevail in any lawsuits that we initiate and the damages or other remedies awarded, if
any, may not be commercially meaningful. Accordingly, our efforts to enforce our intellectual property rights around the world may be
inadequate to obtain a significant commercial advantage from the intellectual property that we develop or license.

Some countries also have compulsory licensing laws under which a patent owner may be compelled to grant licenses to third parties.
In addition, some countries limit the enforceability of patents against government agencies or government contractors. In those countries, the
patent owner may have limited remedies, which could materially diminish the value of such patents. If we are forced to grant a license to third
parties with respect to any patents relevant to our business, our competitive position may be impaired.
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Obtaining and maintaining our patent protection depends on compliance with various procedural, document submission, fee
payment, and other requirements imposed by government patent agencies, and our patent protection could be reduced or
eliminated for non-compliance with these requirements.

Periodic maintenance fees, renewal fees, annuity fees and various other government fees on patents and/or applications will be due
to be paid to the USPTO and various government patent agencies outside of the United States over the lifetime of our patents and/or
applications and any patent rights we may obtain in the future. Furthermore, the USPTO and various non-United States government patent
agencies require compliance with several procedural, documentary, fee payment and other similar provisions during the patent application
process. In many cases, an inadvertent lapse of a patent or patent application can be cured by payment of a late fee or by other means in
accordance with the applicable rules. There are situations, however, in which non-compliance can result in abandonment or lapse of the
patents or patent applications, resulting in partial or complete loss of patent rights in the relevant jurisdiction. In such an event, potential
competitors might be able to enter the market, which could have a material adverse effect on our business.

Any trademarks we have obtained or may obtain may be infringed or otherwise violated, or successfully challenged, resulting in
harm to our business.

We expect to rely on trademarks as one means to distinguish our product candidates, if approved for marketing, from the drugs of our
competitors. Once we select new trademarks and apply to register them, our trademark applications may not be approved. Third parties may
oppose or attempt to cancel our trademark applications or trademarks, or otherwise challenge our use of the trademarks. In the event that
our trademarks are successfully challenged, we could be forced to rebrand our drugs, which could result in loss of brand recognition and
could require us to devote resources to advertising and marketing new brands. Our competitors may infringe or otherwise violate our
trademarks and we may not have adequate resources to enforce our trademarks. Any of the foregoing events may have a material adverse
effect on our business.

Intellectual property rights do not necessarily address all potential threats to our competitive advantage.

The degree of future protection afforded by our intellectual property rights is uncertain because intellectual property rights have
limitations and may not adequately protect our business or permit us to maintain our competitive advantage. The following examples are
illustrative:

< others may be able to make products that are similar to or otherwise competitive with our product candidates but that are not
covered by the claims of our current or future patents;

« an in-license necessary for the manufacture, use, sale, offer for sale or importation of one or more of our product candidates may
be terminated by the licensor;

« we or future collaborators might not have been the first to make the inventions covered by our issued or future issued patents or our
pending patent applications;

< we or future collaborators might not have been the first to file patent applications covering certain of our inventions;

« others may independently develop similar or alternative technologies or duplicate any of our technologies without infringing our
intellectual property rights;

 itis possible that our pending patent applications will not lead to issued patents;
« issued patents that we own or in-license may be held invalid or unenforceable as a result of legal challenges by our competitors;
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« issued patents that we own or in-license may not provide coverage for all aspects of our product candidates in all countries;

e our competitors might conduct research and development activities in countries where we do not have patent rights and then use
the information learned from such activities to develop competitive products for sale in our major commercial markets;

« we may not develop additional proprietary technologies that are patentable; and

» the patents of others may have an adverse effect on our business.

Should any of these events occur, they could significantly harm our business, results of operations and prospects.

Risks Related to Legal and Regulatory Compliance Matters

Our relationships with customers, healthcare providers, including physicians, and third-party payors are subject, directly or
indirectly, to federal and state healthcare fraud and abuse laws, false claims laws, health information privacy and security laws,
and other healthcare laws and regulations. If we are unable to comply, or have not fully complied, with such laws, we could face
substantial penalties.

Healthcare providers, including physicians, and third-party payors in the United States and elsewhere will play a primary role in the
recommendation and prescription of any product candidates for which we obtain marketing approval. Our current and future arrangements
with healthcare professionals, principal investigators, consultants, customers and third-party payors subject us to various federal and state
fraud and abuse laws and other healthcare laws, including, without limitation, the federal Anti-Kickback Statute, the federal civil and criminal
false claims laws and the law commonly referred to as the Physician Payments Sunshine Act and regulations promulgated under such laws.
These laws will impact, among other things, our clinical research, proposed sales, marketing and educational programs, and other
interactions with healthcare professionals. In addition, we may be subject to patient privacy laws by both the federal government and the
states in which we conduct or may conduct our business. The laws that will affect our operations include, but are not limited to:

 the federal Anti-Kickback Statute, which prohibits, among other things, individuals or entities from knowingly and willfully soliciting,
receiving, offering or paying any remuneration (including any kickback, bribe or rebate), directly or indirectly, overtly or covertly, in
cash or in kind in return for, or to induce, either the referral of an individual, or the purchase, lease, order or arrangement for or
recommendation of the purchase, lease, order or arrangement for any good, facility, item or service for which payment may be
made, in whole or in part, under a federal healthcare program, such as the Medicare and Medicaid programs. The term
“remuneration” has been broadly interpreted to include anything of value. Although there are a number of statutory exceptions and
regulatory safe harbors protecting some common activities from prosecution, the exceptions and safe harbors are drawn narrowly.
Practices that involve remuneration that may be alleged to be intended to induce prescribing, purchases or recommendations may
be subject to scrutiny if they do not qualify for an exception or safe harbor. A person does not need to have actual knowledge of this
statute or specific intent to violate it in order to have committed a violation. In addition, the ACA signed into law in 2010, provides
that the government may assert that a claim including items or services resulting from a violation of the federal Anti-Kickback
Statute constitutes a false or fraudulent claim for purposes of the federal False Claims Act;

« the federal civil and criminal false claims laws, including, without limitation, the federal False Claims Act, which can be enforced by
private citizens through civil whistleblower or qui tam actions, and civil monetary penalty laws which prohibit, among other things,
individuals or
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entities from knowingly presenting, or causing to be presented, claims for payment or approval from the federal government,
including Medicare, Medicaid and other government payors, that are false or fraudulent or knowingly making, using or causing to
be made or used a false record or statement material to a false or fraudulent claim or to avoid, decrease or conceal an obligation to
pay money to the federal government. A claim includes “any request or demand” for money or property presented to the United
States federal government. Several pharmaceutical and other healthcare companies have been prosecuted under these laws for
allegedly providing free product to customers with the expectation that the customers would bill federal programs for the product.
Other companies have been prosecuted for causing false claims to be submitted because of the companies’ marketing of products
for unapproved, and thus non-reimbursable, uses;

« the federal Health Insurance Portability and Accountability Act of 1996, or HIPAA, which created additional federal criminal statutes
which prohibit, among other things, a person from knowingly and willfully executing, or attempting to execute, a scheme to defraud
any healthcare benefit program, including private third-party payors and knowingly and willfully falsifying, concealing or covering up
a material fact or making any materially false, fictitious or fraudulent statement in connection with the delivery of or payment for
healthcare benefits, items or services. Similar to the federal Anti-Kickback Statute, a person or entity does not need to have actual
knowledge of the statute or specific intent to violate it in order to have committed a violation;

« HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act of 2009, or HITECH, and their
implementing regulations, which imposes certain requirements relating to the privacy, security and transmission of individually
identifiable health information on health plans, healthcare clearinghouses and certain healthcare providers, known as “covered
entities”, and their respective HIPAA “business associates”, which are independent contractors that perform certain services for or
on behalf of covered entities involving the use or disclosure of individually identifiable health information. HITECH also created new
tiers of civil monetary penalties, amended HIPAA to make civil and criminal penalties directly applicable to business associates, and
gave state attorneys general new authority to file civil actions for damages or injunctions in federal courts to enforce HIPAA and
seek attorneys’ fees and costs associated with pursuing federal civil actions;

« the federal transparency laws, including the federal Physician Payments Sunshine Act, which requires certain manufacturers of
drugs, medical devices, biologicals and medical supplies for which payment is available under Medicare, Medicaid or the State
Children’s Health Insurance Program, with specific exceptions, to report annually to the Centers for Medicare & Medicaid Services,
or CMS, information related to: (i) payments or other “transfers of value” made to physicians (defined to include doctors, dentists,
optometrists, podiatrists and chiropractors) and teaching hospitals, and (ii) ownership and investment interests held by physicians
and their immediate family members. Effective January 1, 2022, these reporting obligations will extend to include transfers of value
made, as well as ownership and investment interests held, during the previous year to certain non-physician providers such as
physician assistants and nurse practitioners; and

« analogous state and foreign laws and regulations; state laws that require manufacturers to report information related to payments
and other transfers of value to physicians and other healthcare providers, marketing expenditures or drug pricing; state laws that
require pharmaceutical companies to comply with the pharmaceutical industry’s voluntary compliance guidelines and the relevant
compliance guidance promulgated by the federal government, or that otherwise restrict payments that may be made to healthcare
providers; state and local laws that require the registration of pharmaceutical sales representatives; and state and foreign laws that
govern the privacy and security of health information in some circumstances, many of
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which differ from each other in significant ways and often are not preempted by HIPAA, thus complicating compliance efforts.

Because of the breadth of these laws and the narrowness of the statutory exceptions and regulatory safe harbors available, it is
possible that some of our business activities could be subject to challenge under one or more of such laws. It is possible that governmental
authorities will conclude that our business practices may not comply with current or future statutes, regulations or case law involving
applicable fraud and abuse or other healthcare laws and regulations. If our operations are found to be in violation of any of these laws or any
other governmental regulations that may apply to us, we may be subject to significant penalties, including, without limitation, civil, criminal
and administrative penalties, damages, fines, disgorgement, imprisonment, exclusion from patrticipating in federal and state funded
healthcare programs, such as Medicare and Medicaid, additional reporting requirements and oversight if we become subject to a corporate
integrity agreement or similar agreement to resolve allegations of non-compliance with these laws, contractual damages, diminished profits
and future earnings, reputational harm and the curtailment or restructuring of our operations, any of which could harm our business.

The risk of our being found in violation of these laws is increased by the fact that many of them have not been fully interpreted by the
regulatory authorities or the courts, and their provisions are open to a variety of interpretations. Efforts to ensure that our business
arrangements with third parties will comply with applicable healthcare laws and regulations will involve substantial costs. Any action against
us for violation of these laws, even if we successfully defend against it, could cause us to incur significant legal expenses and divert our
management’s attention from the operation of our business. The shifting compliance environment and the need to build and maintain robust
and expandable systems to comply with multiple jurisdictions with different compliance and/or reporting requirements increases the
possibility that a healthcare company may run afoul of one or more of the requirements.

Even if we obtain regulatory approval for TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any future product candidates,
they will remain subject to ongoing regulatory oversight.

Even if we obtain any regulatory approval for TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any future product
candidates, such product candidates, once approved, will be subject to ongoing regulatory requirements applicable to manufacturing,
labeling, packaging, storage, advertising, promoting, sampling, record-keeping and submitting of safety and other post-market information,
among other things. Any regulatory approvals that we receive for TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any future
product candidates may also be subject to a risk evaluation and mitigation strategy, limitations on the approved indicated uses for which the
drug may be marketed or to the conditions of approval, or requirements that we conduct potentially costly post-marketing testing, including
Phase 4 trials and surveillance to monitor the quality, safety and efficacy of the drug. An unsuccessful post-marketing study or failure to
complete such a study could result in the withdrawal of marketing approval. We will further be required to immediately report any serious and
unexpected adverse events and certain quality or production problems with our products to regulatory authorities along with other periodic
reports.

Any new legislation addressing drug safety issues could result in delays in product development or commercialization, or increased
costs to assure compliance. We will also have to comply with requirements concerning advertising and promotion for our products.
Promotional communications with respect to prescription drug products are subject to a variety of legal and regulatory restrictions and must
be consistent with the information in the product’s approved label. As such, we will not be allowed to promote our products for indications or
uses for which they do not have approval, commonly known as off-label promotion. The holder of an approved BLA must submit new or
supplemental applications and obtain prior approval for certain changes to the approved product, product labeling, or
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manufacturing process. A company that is found to have improperly promoted off-label uses of their products may be subject to significant
civil, criminal and administrative penalties.

In addition, drug manufacturers are subject to payment of user fees and continual review and periodic inspections by the FDA and
other regulatory authorities for compliance with cGMP requirements and adherence to commitments made in the BLA or foreign marketing
application. If we, or a regulatory authority, discover previously unknown problems with a drug, such as adverse events of unanticipated
severity or frequency, or problems with the facility where the drug is manufactured or if a regulatory authority disagrees with the promotion,
marketing or labeling of that drug, a regulatory authority may impose restrictions relative to that drug, the manufacturing facility or us,
including requesting a recall or requiring withdrawal of the drug from the market or suspension of manufacturing.

If we fail to comply with applicable regulatory requirements following approval of TSHA-101, TSHA-118, TSHA-102, TSHA-103,
TSHA-104 or any future product candidates, a regulatory authority may:

< issue an untitled letter or warning letter asserting that we are in violation of the law;

« seek an injunction or impose administrative, civil or criminal penalties or monetary fines;

« suspend or withdraw regulatory approval;

« suspend any ongoing clinical trials;

« refuse to approve a pending BLA or comparable foreign marketing application (or any supplements thereto) submitted by us or our
strategic partners;

« restrict the marketing or manufacturing of the drug;

« seize or detain the drug or otherwise require the withdrawal of the drug from the market;

« refuse to permit the import or export of product candidates; or

« refuse to allow us to enter into supply contracts, including government contracts.

Any government investigation of alleged violations of law could require us to expend significant time and resources in response and
could generate negative publicity. The occurrence of any event or penalty described above may inhibit our ability to commercialize

TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any future product candidates and harm our business, financial condition,
results of operations and prospects.

Even if we obtain FDA or EMA approval any of our product candidates in the United States or European Union, we may never
obtain approval for or commercialize any of them in any other jurisdiction, which would limit our ability to realize their full market
potential.

In order to market any products in any particular jurisdiction, we must establish and comply with numerous and varying regulatory
requirements on a country-by-country basis regarding safety and efficacy.

Approval by the FDA in the United States or the EMA in the European Union does not ensure approval by regulatory authorities in
other countries or jurisdictions. However, the failure to obtain approval in one jurisdiction may negatively impact our ability to obtain approval
elsewhere. In addition, clinical trials conducted in one country may not be accepted by regulatory authorities in other countries, and
regulatory approval in one country does not guarantee regulatory approval in any other country.
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Approval processes vary among countries and can involve additional product testing and validation and additional administrative
review periods. Seeking foreign regulatory approval could result in difficulties and increased costs for us and require additional preclinical
studies or clinical trials which could be costly and time consuming. Regulatory requirements can vary widely from country to country and
could delay or prevent the introduction of our products in those countries. We do not have any product candidates approved for sale in any
jurisdiction, including in international markets, and we do not have experience in obtaining regulatory approval in international markets. If we
fail to comply with regulatory requirements in international markets or to obtain and maintain required approvals, or if regulatory approvals in
international markets are delayed, our target market will be reduced and our ability to realize the full market potential of any product we
develop will be unrealized.

Healthcare legislative or regulatory reform measures may have a negative impact on our business and results of operations.

In the United States and some foreign jurisdictions, there have been, and continue to be, several legislative and regulatory changes
and proposed changes regarding the healthcare system that could prevent or delay marketing approval of product candidates, restrict or
regulate post-approval activities, and affect our ability to profitably sell any product candidates for which we obtain marketing approval.

Among policy makers and payors in the United States and elsewhere, there is significant interest in promoting changes in healthcare
systems with the stated goals of containing healthcare costs, improving quality and/or expanding access. In the United States, the
pharmaceutical industry has been a particular focus of these efforts and has been significantly affected by major legislative initiatives. For
example, in March 2010, the ACA was passed, which substantially changed the way healthcare is financed by both the government and
private insurers, and significantly impacts the United States pharmaceutical industry. The ACA, among other things: (i) established an annual,
nondeductible fee on any entity that manufactures or imports certain specified branded prescription drugs and biologic agents apportioned
among these entities according to their market share in some government healthcare programs; (ii) expanded the entities eligible for
discounts under the 340B drug pricing program; (iii) increased the statutory minimum rebates a manufacturer must pay under the Medicaid
Drug Rebate Program to 23.1% and 13% of the average manufacturer price for most branded and generic drugs, respectively, and capped
the total rebate amount for innovator drugs at 100% of the Average Manufacturer Price, or AMP; (iv) expanded the eligibility criteria for
Medicaid programs by, among other things, allowing states to offer Medicaid coverage to additional individuals and by adding new eligibility
categories for individuals with income at or below 133% (as calculated, it constitutes 138%) of the federal poverty level, thereby potentially
increasing manufacturers’ Medicaid rebate liability; (v) addressed a new methodology by which rebates owed by manufacturers under the
Medicaid Drug Rebate Program are calculated for certain drugs and biologics that are inhaled, infused, instilled, implanted or injected;

(vi) introduced a new Medicare Part D coverage gap discount program in which manufacturers must now agree to offer 70% point-of-sale
discounts off negotiated prices of applicable brand drugs to eligible beneficiaries during their coverage gap period as a condition for the
manufacturer’s outpatient drugs to be covered under Medicare Part D (increased from 50%, effective January 1, 2019, pursuant to the
Bipartisan Budget Act of 2018); (vii) created a new Patient-Centered Outcomes Research Institute to oversee, identify priorities in, and
conduct comparative clinical effectiveness research, along with funding for such research; and (viii) established the Center for Medicare and
Medicaid Innovation at CMS to test innovative payment and service delivery models to lower Medicare and Medicaid spending, potentially
including prescription drug.
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There remain judicial and Congressional challenges to certain aspects of the ACA, as well as efforts by the Trump administration to
repeal or replace certain aspects of the ACA. While Congress has not passed comprehensive repeal legislation, several bills affecting the
implementation of certain taxes under the ACA have been signed into law. The Tax Cuts and Jobs Act of 2017, or Tax Act, includes a
provision that repealed, effective January 1, 2019, the tax-based shared responsibility payment imposed by the ACA on certain individuals
who fail to maintain qualifying health coverage for all or part of a year that is commonly referred to as the “individual mandate.” In addition,
the 2020 federal spending package permanently eliminated, effective January 1, 2020, the ACA-mandated “Cadillac” tax on high-cost
employer-sponsored health coverage and medical device tax and, effective January 1, 2021, also eliminates the health insurer tax. The
Bipartisan Budget Act of 2018, or the BBA, among other things, amended the ACA, effective January 1, 2019, to close the coverage gap in
most Medicare drug plans, commonly referred to as the “donut hole.” In December 2018, CMS published a new final rule permitting further
collections and payments to and from certain ACA qualified health plans and health insurance issuers under the ACA risk adjustment
program in response to the outcome of federal district court litigation regarding the method CMS uses to determine this risk adjustment. On
April 27, 2020, the United States Supreme Court reversed a Federal Circuit decision that previously upheld Congress’ denial of $12 billion in
“risk corridor” funding. On December 14, 2018, a Texas United States District Court Judge ruled that the ACA is unconstitutional in its entirety
because the “individual mandate” was repealed by Congress as part of the Tax Act. Additionally, on December 18, 2019, the United States
Court of Appeals for the 5th Circuit upheld the District Court ruling that the individual mandate was unconstitutional and remanded the case
back to the District Court to determine whether the remaining provisions of the ACA are invalid as well. On March 2, 2020, the United States
Supreme Court granted the petitions for writs of certiorari to review this case, and has allotted one hour for oral arguments, which are
expected to occur in the fall. It is unclear how such litigation and other efforts to repeal and replace the ACA will impact the ACA and our
business.

Other legislative changes have been proposed and adopted since the ACA was enacted. These changes include aggregate
reductions to Medicare payments to providers of 2% per fiscal year pursuant to the Budget Control Act of 2011, which began in 2013, and
due to subsequent legislative amendments to the statute, including the BBA, will remain in effect through 2030, unless additional
Congressional action is taken. The Coronavirus Aid, Relief and Economic Security Act, or the CARES Act, which was signed into law in
March 2020 and is designed to provide financial support and resources to individuals and businesses affected by the COVID-19 pandemic,
suspended the 2% Medicare sequester from May 1, 2020 through December 31, 2020, and extended the sequester by one year, through
2030. The American Taxpayer Relief Act of 2012, among other things, further reduced Medicare payments to several providers, including
hospitals and cancer treatment centers, and increased the statute of limitations period for the government to recover overpayments to
providers from three to five years. These laws may result in additional reductions in Medicare and other healthcare funding, which could have
an adverse effect on customers for our product candidates, if approved, and, accordingly, our financial operations.

Additionally, there has been heightened governmental scrutiny in the United States of pharmaceutical pricing practices in light of the
rising cost of prescription drugs and biologics. Such scrutiny has resulted in several recent congressional inquiries and proposed and
enacted federal and state legislation designed to, among other things, bring more transparency to product pricing, review the relationship
between pricing and manufacturer patient programs, and reform government program reimbursement methodologies for products. At the
federal level, the Trump administration’'s budget proposal for fiscal year 2021 includes a $135 billion allowance (over a period of time) to
support legislative proposals seeking to reduce drug prices, increase competition, lower out-of-pocket drug costs for patients, and increase
patient access to lower-cost generic and biosimilar drugs. On March 10, 2020, the Trump administration sent “principles” for drug pricing to
Congress, calling for legislation that would, among other things, cap Medicare Part D beneficiary out-of-pocket pharmacy
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expenses, provide an option to cap Medicare Part D beneficiary monthly out-of-pocket expenses, and place limits on pharmaceutical price
increases. Further, the Trump administration previously released a plan to lower drug prices and reduce out of pocket costs of drugs that
contained proposals to increase drug manufacturer competition, increase the negotiating power of certain federal healthcare programs,
incentivize manufacturers to lower the list price of their products, and reduce the out of pocket costs of drug products paid by consumers.
The HHS has solicited feedback on some of these measures and has implemented others under its existing authority. On July 24, 2020,
President Trump announced four executive orders related to prescription drug pricing that attempt to implement several of the
Administration’s proposals, including a policy that would tie Medicare Part B drug prices to international drug prices; one that directs HHS to
finalize the Canadian drug importation proposed rule previously issued by HHS and makes other changes allowing for personal importation
of drugs from Canada; one that directs HHS to finalize the rulemaking process on modifying the anti-kickback law safe harbors for plans,
pharmacies, and pharmaceutical benefit managers; and one that reduces costs of insulin and epipens to patients of federally qualified health
centers. The probability of success of these newly announced policies and their impact on the U.S. prescription drug marketplace is
unknown. While some of these and other measures may require additional authorization to become effective, Congress and the Trump
administration have indicated that they will continue to seek new legislative and/or administrative measures to control drug costs. At the state
level, legislatures have increasingly passed legislation and implemented regulations designed to control pharmaceutical and biological
product pricing, including price or patient reimbursement constraints, discounts, restrictions on certain product access and marketing cost
disclosure and transparency measures, and, in some cases, designed to encourage importation from other countries and bulk purchasing.

We expect that these and other healthcare reform measures that may be adopted in the future may result in more rigorous coverage
criteria and in additional downward pressure on the price that we receive for any approved drug. Any reduction in reimbursement from
Medicare or other government programs may result in a similar reduction in payments from private payors. The implementation of cost
containment measures or other healthcare reforms may prevent us from being able to generate revenue, attain profitability, or commercialize
our drugs. It is also possible that additional governmental action is taken to address the COVID-19 pandemic.

In addition, FDA regulations and guidance may be revised or reinterpreted by the FDA in ways that may significantly affect our
business and our products. The Trump administration has also taken several executive actions, including the issuance of a number of
Executive Orders, that could impose significant burdens on, or otherwise materially delay, the FDA's ability to engage in routine oversight
activities such as implementing statutes through rulemaking, issuance of guidance, and review and approval of marketing applications. It is
difficult to predict how these requirements will be interpreted and implemented and the extent to which they will impact the FDA's ability to
exercise its regulatory authority. If these executive actions impose restrictions on the FDA's ability to engage in oversight and implementation
activities in the normal course, our business may be negatively impacted. Any new regulations or guidance, or revisions or reinterpretations
of existing regulations or guidance, may impose additional costs or lengthen FDA review times for TSHA-101, TSHA-118, TSHA-102,
TSHA-103, TSHA-104 or any future product candidates. We cannot determine how changes in regulations, statutes, policies, or
interpretations when and if issued, enacted or adopted, may affect our business in the future. Such changes could, among other things,
require:

 additional clinical trials to be conducted prior to obtaining approval;
» changes to manufacturing methods;

« recalls, replacements, or discontinuance of one or more of our products; and

additional recordkeeping.
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Such changes would likely require substantial time and impose significant costs, or could reduce the potential commercial value of
TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or other product candidates, and could materially harm our business and our
financial results. In addition, delays in receipt of or failure to receive regulatory clearances or approvals for any other products would harm
our business, financial condition, and results of operations.

Our business activities will be subject to the Foreign Corrupt Practices Act, or FCPA, and similar anti-bribery and anti-corruption
laws.

As we expand our business activities outside of the United States, including our clinical trial efforts, we will be subject to the FCPA and
similar anti-bribery or anti-corruption laws, regulations or rules of other countries in which we operate. The FCPA generally prohibits offering,
promising, giving, or authorizing others to give anything of value, either directly or indirectly, to a non-United States government official in
order to influence official action, or otherwise obtain or retain business. The FCPA also requires public companies to make and keep books
and records that accurately and fairly reflect the transactions of the corporation and to devise and maintain an adequate system of internal
accounting controls. Our business is heavily regulated and therefore involves significant interaction with public officials, including officials of
non-United States governments. Additionally, in many other countries, the healthcare providers who prescribe pharmaceuticals are employed
by their government, and the purchasers of pharmaceuticals are government entities; therefore, our dealings with these prescribers and
purchasers will be subject to regulation under the FCPA. Recently the SEC and Department of Justice have increased their FCPA
enforcement activities with respect to biotechnology and pharmaceutical companies. There is no certainty that all of our employees, agents,
suppliers, manufacturers, contractors, or collaborators, or those of our affiliates, will comply with all applicable laws and regulations,
particularly given the high level of complexity of these laws. Violations of these laws and regulations could result in fines, criminal sanctions
against us, our officers, or our employees, the closing down of facilities, including those of our suppliers and manufacturers, requirements to
obtain export licenses, cessation of business activities in sanctioned countries, implementation of compliance programs, and prohibitions on
the conduct of our business. Any such violations could include prohibitions on our ability to offer our products in one or more countries as well
as difficulties in manufacturing or continuing to develop our products, and could materially damage our reputation, our brand, our
international expansion efforts, our ability to attract and retain employees, and our business, prospects, operating results, and financial
condition.

Disruptions at the FDA, the SEC and other government agencies caused by funding shortages or global health concerns could
hinder their ability to hire and retain key leadership and other personnel, prevent new products and services from being developed
or commercialized in a timely manner or otherwise prevent those agencies from performing normal business functions on which
the operation of our business may rely, which could negatively impact our business.

The ability of the FDA to review and approve new products can be affected by a variety of factors, including government budget and
funding levels, ability to hire and retain key personnel and accept the payment of user fees, and statutory, regulatory, and policy changes.
Average review times at the agency have fluctuated in recent years as a result. In addition, government funding of the SEC and other
government agencies on which our operations may rely, including those that fund research and development activities, is subject to the
political process, which is inherently fluid and unpredictable.

Disruptions at the FDA and other agencies may also slow the time necessary for new drugs or biologics to be reviewed and/or
approved by necessary government agencies, which would adversely affect our business. For example, over the last several years, including
most recently from December 22, 2018 to January 25, 2019, the U.S. government has shut down several times and certain regulatory
agencies, such as the FDA and the SEC, have had to furlough critical FDA, SEC and
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other government employees and stop critical activities. If a prolonged government shutdown occurs, it could significantly impact the ability of
the FDA to timely review and process our regulatory submissions, which could have a material adverse effect on our business.

Separately, in response to the COVID-19 pandemic, on March 10, 2020 the FDA announced its intention to postpone most
inspections of foreign manufacturing facilities and products while local, national and international conditions warrant. The FDA has developed
a rating system to assist in determining when and where it is safest to conduct prioritized domestic inspections. Regulatory authorities
outside the U.S. may adopt similar restrictions or other policy measures in response to the COVID-19 pandemic and may experience delays
in their regulatory activities.

Risks Related to Employee Matters and Managing our Growth

Our future success depends on our ability to retain key executives and to attract, retain and motivate qualified personnel.

We are highly dependent on the management, development, clinical, financial and business development expertise of our executive
officers, particularly RA Session II, our President and Chief Executive Officer. Each of our executive officers may currently terminate their
employment with us at any time. We do not maintain “key person” insurance for any of our executives or employees.

Recruiting and retaining qualified scientific and clinical personnel and, if we progress the development of our product pipeline toward
scaling up for commercialization, manufacturing and sales and marketing personnel, will also be critical to our success. The loss of the
services of our executive officers or other key employees could impede the achievement of our development and commercialization
objectives and seriously harm our ability to successfully implement our business strategy. Furthermore, replacing executive officers and key
employees may be difficult and may take an extended period of time because of the limited number of individuals in our industry with the
breadth of skills and experience required to successfully develop, gain regulatory approval of and commercialize products. Competition to
hire from this limited pool is intense, and we may be unable to hire, train, retain or motivate these key personnel on acceptable terms given
the competition among numerous pharmaceutical and biotechnology companies for similar personnel. We also experience competition for
the hiring of scientific and clinical personnel from universities and research institutions. In addition, we rely on consultants and advisors,
including scientific and clinical advisors, to assist us in formulating our development and commercialization strategy. Our consultants and
advisors may be employed by employers other than us and may have commitments under consulting or advisory contracts with other entities
that may limit their availability to us. If we are unable to continue to attract and retain high quality personnel, our ability to pursue our growth
strategy will be limited.

We currently have a limited number of employees, and we rely on PBM Capital Group, LLC to provide various administrative and
management services.

We currently rely on the support and administrative services provided by PBM Capital Group, LLC, which, together with its affiliate
PBM TGT Holdings, LLC, is a holder of more than 5% of our capital stock, pursuant to our services agreement with PBM Capital Group, LLC.
We do not expect personnel and support staff that provide services to us under these services agreements will have as their primary
responsibility the management and administration of our business or act exclusively for us. As a result, such individuals will not allocate all of
their time and resources to us. See “Certain Relationships and Related Party Transactions—Our Relationship with PBM Capital Group, LLC.”

If PBM Capital Group, LLC fails to perform their obligations in accordance with the terms of the services agreements, it could be
difficult for us to operate our business. Any failure by PBM Capital
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Group, LLC to effectively manage administrative or other services that they provide to us could harm our business, financial condition and
results of operations. In addition, the termination of our relationship with PBM Capital Group, LLC and any delay in appointing or finding a
suitable replacement provider (if one exists) could make it difficult for us to operate our business.

Additionally, over time we will need to transition from receiving the services that PBM Capital Group, LLC is currently providing to
performing such activities internally. If we do not have adequate financial resources or personnel and systems in place at the time that we
assume responsibilities for such services, we may not be successful in effectively or efficiently transitioning these services from PBM Capital
Group, LLC, which could disrupt our business and have a material adverse effect on our financial condition and results of operations. Even if
we are able to successfully transition these services, they may be more expensive or less efficient than the services we are receiving from
PBM Capital Group, LLC during the transition period.

We expect to expand our clinical development and regulatory capabilities and potentially implement sales, marketing and
distribution capabilities, and as a result, we may encounter difficulties in managing our growth, which could disrupt our
operations.

As of August 31, 2020, we had ten employees. As our development progresses, we expect to experience significant growth in the
number of our employees and the scope of our operations, particularly in the areas of clinical product development, regulatory affairs and, if
any of our product candidates receives marketing approval, sales, marketing and distribution. To manage our anticipated future growth, we
must continue to implement and improve our managerial, operational and financial systems, expand our facilities and continue to recruit and
train additional qualified personnel. Due to our limited financial resources and the limited experience of our management team in managing a
company with such anticipated growth, we may not be able to effectively manage the expansion of our operations or recruit and train
additional qualified personnel. The expansion of our operations may lead to significant costs and may divert our management and business
development resources. Any inability to manage growth could delay the execution of our business plans or disrupt our operations.

Our employees, independent contractors, consultants, collaborators, principal investigators, CROs, suppliers and vendors may
engage in misconduct or other improper activities, including non-compliance with regulatory standards and requirements.

We are exposed to the risk that our employees, independent contractors, consultants, collaborators, principal investigators, CROs,
suppliers and vendors may engage in fraudulent conduct or other illegal activity. Misconduct by these parties could include intentional,
reckless and/or negligent conduct that violates FDA regulations, including those laws requiring the reporting of true, complete and accurate
information to the FDA, manufacturing standards, federal and state healthcare laws and regulations, and laws that require the true, complete
and accurate reporting of financial information or data. In particular, sales, marketing and business arrangements in the healthcare industry
are subject to extensive laws and regulations intended to prevent fraud, kickbacks, self-dealing and other abusive practices. These laws and
regulations may restrict or prohibit a wide range of pricing, discounting, marketing and promotion, sales commission, customer incentive
programs and other business arrangements. Misconduct by these parties could also involve the improper use of individually identifiable
information, including, without limitation, information obtained in the course of clinical trials, which could result in regulatory sanctions and
serious harm to our reputation. We have adopted a code of business conduct and ethics, but it is not always possible to identify and deter
misconduct, and the precautions we take to detect and prevent this activity may not be effective in controlling unknown or unmanaged risks
or losses or in protecting us from governmental investigations or other actions or lawsuits stemming from a failure to be in compliance with
such laws or regulations. If any such actions are instituted against us, and we are not successful in defending ourselves or asserting our
rights,
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those actions could have a significant impact on our business, including the imposition of significant civil, criminal and administrative
penalties, including, without limitation, damages, fines, disgorgement, imprisonment, exclusion from participation in government healthcare
programs, such as Medicare and Medicaid, additional reporting requirements and oversight if we become subject to a corporate integrity
agreement or similar agreement to resolve allegations of non-compliance with these laws, and the curtailment or restructuring of our
operations.

Risks Related to This Offering, Ownership of our Common Stock and our Status as a Public Company
An active trading market for our common stock may not develop and you may not be able to resell your shares of our common
stock at or above the initial offering price, if at all.

Prior to this offering, there has been no public market for our common stock. The initial public offering price for our common stock was
determined through negotiations with the underwriters and may not be indicative of the price at which our common stock will trade after the
closing of this offering. Although our common stock has been approved for listing on The Nasdaq Global Market, an active trading market for
our shares may never develop or be sustained following this offering. If an active market for our common stock does not develop or is not
sustained, it may be difficult for you to sell shares you purchased in this offering at an attractive price or at all.

The trading price of the shares of our common stock may be volatile, and purchasers of our common stock could incur substantial
losses.

Our stock price may be volatile. The stock market in general and the market for biopharmaceutical companies in particular have
experienced extreme volatility that has often been unrelated to the operating performance of particular companies. As a result of this
volatility, investors may not be able to sell their common stock at or above the price paid for the shares. The market price for our common
stock may be influenced by many factors, including:

 the reporting of unfavorable preclinical results;

< the commencement, enrollment or results of our clinical trials of TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any
future clinical trials we may conduct, or changes in the development status of our product candidates;

< any delay in our regulatory filings for TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any other product candidate we
may develop, and any adverse development or perceived adverse development with respect to the applicable regulatory authority’s
review of such filings, including without limitation the FDA's issuance of a “refusal to file” letter or a request for additional
information;

< adverse results from, delays in or termination of clinical trials;
« adverse regulatory decisions, including failure to receive regulatory approval of our product candidates;

« unanticipated serious safety concerns related to the use of TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or any other
product candidate;

e changes in financial estimates by us or by any equity research analysts who might cover our stock;
< conditions or trends in our industry;
« changes in the market valuations of similar companies;
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» stock market price and volume fluctuations of comparable companies and, in particular, those that operate in the biopharmaceutical
industry;

« publication of research reports about us or our industry or positive or negative recommendations or withdrawal of research
coverage by securities analysts;

e announcements by us or our competitors of significant acquisitions, strategic partnerships or divestitures;
« our relationships with our collaborators;

« announcements of investigations or regulatory scrutiny of our operations or lawsuits filed against us;

* investors’ general perception of our company and our business;

< recruitment or departure of key personnel;

« overall performance of the equity markets;

 trading volume of our common stock;

« disputes or other developments relating to proprietary rights, including patents, litigation matters and our ability to obtain patent
protection for our technologies;

« significant lawsuits, including patent or stockholder litigation;
« changes in the structure of healthcare payment systems;
« general political and economic conditions; and

» other events or factors, many of which are beyond our control.

The stock market in general, and the Nasdaq Global Market and biotechnology companies in particular, have experienced extreme
price and volume fluctuations that have often been unrelated or disproportionate to the operating performance of these companies, including
very recently in connection with the ongoing COVID-19 pandemic, which has resulted in decreased stock prices for many companies
notwithstanding the lack of a fundamental change in their underlying business models or prospects. Broad market and industry factors,
including potentially worsening economic conditions and other adverse effects or developments relating to the ongoing COVID-19 pandemic,
may negatively affect the market price of our common stock, regardless of our actual operating performance. The realization of any of the
above risks or any of a broad range of other risks, including those described in this section, could have a significant and material adverse
impact on the market price of our common stock.

In addition, in the past, stockholders have initiated class action lawsuits against pharmaceutical and biotechnology companies
following periods of volatility in the market prices of these companies’ stock. Such litigation, if instituted against us, could cause us to incur
substantial costs and divert management’s attention and resources from our business.

If you purchase shares of our common stock in this offering, you will suffer inmediate dilution of your investment.

The initial public offering price of our common stock is substantially higher than the net tangible book value (deficit) per share of our
common stock. Therefore, if you purchase shares of our common stock in this offering, you will pay a price per share that substantially
exceeds our pro forma as adjusted net tangible book value per share after this offering. Based on the assumed initial public offering price of
$ per share, the midpoint of the price range set forth on the cover page of this
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prospectus, you will experience immediate dilution of $ per share, representing the difference between our pro forma as adjusted net
tangible book value per share after this offering and the assumed initial public offering price.

In addition, as of September 2, 2020, we had outstanding stock options to purchase an aggregate of 15,000 shares of common stock
at an exercise price of $16.23 per share. To the extent these outstanding options are exercised, there will be further dilution to investors in
this offering.

If equity research analysts do not publish research or reports, or publish unfavorable research or reports, about us, our business
or our market, our stock price and trading volume could decline.

The trading market for our common stock will be influenced by the research and reports that equity research analysts publish about us
and our business. As a newly public company, we have only limited research coverage by equity research analysts. Equity research analysts
may elect not to provide research coverage of our common stock, and such lack of research coverage may adversely affect the market price
of our common stock. In the event we do have equity research analyst coverage, we will not have any control over the analysts or the content
and opinions included in their reports. The price of our stock could decline if one or more equity research analysts downgrade our stock or
issue other unfavorable commentary or research. If one or more equity research analysts ceases coverage of our company or fails to publish
reports on us regularly, demand for our stock could decrease, which in turn could cause our stock price or trading volume to decline.

A significant portion of our total outstanding shares are restricted from immediate resale but may be sold into the market in the
near future. This could cause the market price of our common stock to drop significantly, even if our business is doing well.

Sales of a substantial number of shares of our common stock in the public market could occur at any time. If our stockholders sell, or
the market perceives that our stockholders intend to sell, substantial amounts of our common stock in the public market, the market price of
our common stock could decline significantly.

Upon the closing of this offering, we will have outstanding shares of common stock, after giving effect to the automatic
conversion of our outstanding convertible preferred stock into 15,647,048 shares of our common stock, and assuming no exercise of
outstanding options to purchase shares of our convertible preferred stock. Of these shares, the shares sold in this offering will be
freely tradable upon the closing of this offering and the remaining shares of common stock will be available for sale in the public market
beginning 180 days after the date of this prospectus following the expiration of lock-up agreements between some of our stockholders and
the underwriters. Goldman Sachs & Co. LLC, Morgan Stanley & Co. LLC and Jefferies LLC may release these stockholders from
their lock-up agreements with the underwriters at any time and without notice, which would allow for earlier sales of shares in the public
market.

In addition, following the closing of this offering, we intend to file one or more registration statements on Form S-8 under the Securities
Act of 1933, as amended, or the Securities Act, registering the issuance of shares of common stock subject to options or other
equity awards issued or reserved for future issuance under our equity incentive plans. Shares registered under these registration statements
on Form S-8 will be available for sale in the public market subject to vesting arrangements and exercise of options, the lock-up agreements
described above and the restrictions of Rule 144 in the case of our affiliates.

Additionally, after this offering, the holders of an aggregate of 25,647,048 shares of our common stock, or their transferees, will have
rights, subject to some conditions, to require us to file one or more
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registration statements covering their shares or to include their shares in registration statements that we may file for ourselves or other
stockholders. If we were to register the resale of these shares, they could be freely sold in the public market. If these additional shares are
sold, or if it is perceived that they will be sold, in the public market, the trading price of our common stock could decline.

Provisions in our corporate charter documents and under Delaware law may prevent or frustrate attempts by our stockholders to
change our management and hinder efforts to acquire a controlling interest in us, and the market price of our common stock may
be lower as a result.

There are provisions in our certificate of incorporation and bylaws to be in effect upon the closing of this offering that may make it
difficult for a third party to acquire, or attempt to acquire, control of our company, even if a change of control was considered favorable by you
and other stockholders. For example, our board of directors will have the authority to issue up to shares of preferred stock. The
board of directors can fix the price, rights, preferences, privileges, and restrictions of the preferred stock without any further vote or action by
our stockholders. The issuance of shares of preferred stock may delay or prevent a change of control transaction. As a result, the market
price of our common stock and the voting and other rights of our stockholders may be adversely affected. An issuance of shares of preferred
stock may result in the loss of voting control to other stockholders.

Our charter documents will also contain other provisions that could have an anti-takeover effect, including:

« only one of our three classes of directors will be elected each year;

stockholders will not be entitled to remove directors other than by a 66 2/3% vote and only for cause;

stockholders will not be permitted to take actions by written consent;

stockholders cannot call a special meeting of stockholders; and

stockholders must give advance notice to nominate directors or submit proposals for consideration at stockholder meetings.

In addition, we are subject to the anti-takeover provisions of Section 203 of the Delaware General Corporation Law, which regulates
corporate acquisitions by prohibiting Delaware corporations from engaging in specified business combinations with particular stockholders of
those companies. These provisions could discourage potential acquisition proposals and could delay or prevent a change of control
transaction. They could also have the effect of discouraging others from making tender offers for our common stock, including transactions
that may be in your best interests. These provisions may also prevent changes in our management or limit the price that investors are willing
to pay for our stock.

Concentration of ownership of our common stock among our existing executive officers, directors and principal stockholders may
prevent new investors from influencing significant corporate decisions.

Our executive officers, directors and current beneficial owners of 5% or more of our common stock and their respective affiliates
beneficially own over 80% of our outstanding common stock prior to this offering and will continue to own a majority of our common stock
following this offering. As a result, these persons, acting together, would be able to significantly influence all matters requiring stockholder
approval, including the election and removal of directors, any merger, consolidation, sale of all or substantially all of our assets, or other
significant corporate transactions.

Some of these persons or entities may have interests different than yours. For example, because many of these stockholders
purchased their shares at prices substantially below the current market
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price of our common stock and have held their shares for a longer period, they may be more interested in selling our company to an acquirer
than other investors, or they may want us to pursue strategies that deviate from the interests of other stockholders.

We are an “emerging growth company” and a “smaller reporting company” and, as a result of the reduced disclosure and
governance requirements applicable to emerging growth companies and smaller reporting companies, our common stock may be
less attractive to investors.

We are an “emerging growth company” as defined in the Jumpstart Our Business Startups Act of 2012, or the JOBS Act, and we
intend to take advantage of some of the exemptions from reporting requirements that are applicable to other public companies that are not
emerging growth companies, including:

* not being required to comply with the auditor attestation requirements in the assessment of our internal control over financial
reporting;

« not being required to comply with any requirement that may be adopted by the Public Company Accounting Oversight Board
regarding mandatory audit firm rotation or a supplement to the auditor’s report providing additional information about the audit and
the financial statements;

< reduced disclosure obligations regarding executive compensation in our periodic reports, proxy statements and registration
statements; and

* not being required to hold a nonbinding advisory vote on executive compensation and stockholder approval of any golden
parachute payments not previously approved.

We cannot predict if investors will find our common stock less attractive because we will rely on these exemptions. If some investors
find our common stock less attractive as a result, there may be a less active trading market for our common stock and our stock price may be
more volatile. We may take advantage of these reporting exemptions until we are no longer an emerging growth company. We will remain an
emerging growth company until December 31, 2025 or, if earlier, (i) the last day of the fiscal year in which we have total annual gross
revenue of at least $1.07 billion, (ii) the date on which we are deemed to be a large accelerated filer, which means the market value of our
common stock that is held by non-affiliates exceeds $700 million as of the prior June 30th, or (iii) the date on which we have issued more
than $1.0 billion in non-convertible debt during the prior three-year period.

Even after we no longer qualify as an emerging growth company, we may, under certain circumstances, still qualify as a “smaller
reporting company,” which would allow us to take advantage of many of the same exemptions from disclosure requirements, including
reduced disclosure obligations regarding executive compensation in our periodic reports and proxy statements.

If we fail to maintain proper and effective internal controls, our ability to produce accurate financial statements on a timely basis
could be impaired.

After the closing of this offering, we will be subject to the reporting requirements of the Securities Exchange Act of 1934, the
Sarbanes-Oxley Act of 2002, or the Sarbanes-Oxley Act, and the rules and regulations of the stock market on which our common stock is
listed. The Sarbanes-Oxley Act requires, among other things, that we maintain effective disclosure controls and procedures and internal
control over financial reporting.

Commencing with our fiscal year ending December 31, 2021, we must perform system and process evaluation and testing of our
internal control over financial reporting to allow management to report on the effectiveness of our internal control over financial reporting in
our Form 10-K filing for that
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year, as required by Section 404 of the Sarbanes-Oxley Act. This will require that we incur substantial additional professional fees and
internal costs to expand our accounting and finance functions and that we expend significant management efforts. Prior to this offering, we
have never been required to test our internal control within a specified period, and, as a result, we may experience difficulty in meeting these
reporting requirements in a timely manner.

We may identify weaknesses in our system of internal financial and accounting controls and procedures that could result in a material
misstatement of our financial statements. Our internal control over financial reporting will not prevent or detect all errors and all fraud. A
control system, no matter how well designed and operated, can provide only reasonable, not absolute, assurance that the control system’s
objectives will be met. Because of the inherent limitations in all control systems, no evaluation of controls can provide absolute assurance
that misstatements due to error or fraud will not occur or that all control issues and instances of fraud will be detected.

If we are not able to comply with the requirements of Section 404 of the Sarbanes-Oxley Act in a timely manner, or if we are unable to
maintain proper and effective internal controls, we may not be able to produce timely and accurate financial statements. If that were to
happen, the market price of our stock could decline and we could be subject to sanctions or investigations by the stock exchange on which
our common stock is listed, the Securities and Exchange Commission or other regulatory authorities.

We will have broad discretion in the use of proceeds from this offering and may invest or spend the proceeds in ways with which
you do not agree and in ways that may not increase the value of your investment.

We will have broad discretion over the use of proceeds from this offering. You may not agree with our decisions, and our use of the
proceeds may not yield any return on your investment. We expect to use the net proceeds to us from this offering, together with our existing
cash and cash equivalents, to . In addition, we may use a portion of the proceeds from this offering to pursue our strategy
to in-license or acquire additional product candidates. Our failure to apply the net proceeds from this offering effectively could compromise
our ability to pursue our growth strategy and we might not be able to yield a significant return, if any, on our investment of these net
proceeds. You will not have the opportunity to influence our decisions on how to use our net proceeds from this offering.

Our effective tax rate may fluctuate, and we may incur obligations in tax jurisdictions in excess of accrued amounts.

We are subject to taxation in more than one tax jurisdiction. As a result, our effective tax rate is derived from a combination of
applicable tax rates in the various places that we operate. In preparing our financial statements, we estimate the amount of tax that will
become payable in each such jurisdiction. Nevertheless, our effective tax rate may be different than experienced in the past due to numerous
factors, including passage of newly enacted tax legislation, changes in the mix of our profitability from jurisdiction to jurisdiction, the results of
examinations and audits of our tax filings, our inability to secure or sustain acceptable agreements with tax authorities, changes in accounting
for income taxes and changes in existing tax laws. Any of these factors could cause us to experience an effective tax rate significantly
different from previous periods or our current expectations and may result in tax obligations in excess of amounts accrued in our financial
statements.

We might not be able to utilize a significant portion of our net operating loss carryforwards.

We expect to generate significant federal and state net operating loss, or NOL, carryforwards in the future. These NOL carryforwards
could expire unused and be unavailable to offset future income
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tax liabilities. Under the Tax Cuts and Jobs, or the Tax Act, as modified by the CARES Act, federal NOLs incurred in taxable years beginning
after December 31, 2017 and in future taxable years may be carried forward indefinitely, but the deductibility of such federal NOLs incurred in
the taxable year beginning after December 31, 2020 is limited. It is uncertain how various states will respond to the Tax Act and CARES Act.
In addition, under Section 382 of the Internal Revenue Code of 1986, as amended, and corresponding provisions of state law, if a corporation
undergoes an “ownership change,” which is generally defined as a greater than 50% change, by value, in its equity ownership over a three-
year period, the corporation’s ability to use its pre-change NOL carryforwards and other pre-change tax attributes to offset its post-change
income or taxes may be limited. The completion of this offering, together with private placements and other transactions that have occurred
since our inception, may trigger such an ownership change pursuant to Section 382. We have not yet completed a Section 382 analysis. We
may experience ownership changes as a result of subsequent shifts in our stock ownership, some of which may be outside of our control. If
an ownership change occurs and our ability to use our NOL carryforwards is materially limited, it would harm our future operating results by
effectively increasing our future tax obligations.

Because we do not anticipate paying any cash dividends on our common stock in the foreseeable future, capital appreciation, if
any, will be your sole source of gains and you may never receive a return on your investment.

You should not rely on an investment in our common stock to provide dividend income. We have not declared or paid cash dividends
on our common stock to date. We currently intend to retain our future earnings, if any, to fund the development and growth of our business.
As a result, capital appreciation, if any, of our common stock will be your sole source of gain for the foreseeable future. Investors seeking
cash dividends should not purchase our common stock.

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

As a public company listed in the United States, we will incur significant additional legal, accounting and other costs, which we
anticipate will be between $1.0 million and $2.0 million annually. These additional costs could negatively affect our financial results. In
addition, changing laws, regulations and standards relating to corporate governance and public disclosure, including regulations
implemented by the SEC and the Nasdaq Stock Market, may increase legal and financial compliance costs and make some activities more
time-consuming. These laws, regulations and standards are subject to varying interpretations and, as a result, their application in practice
may evolve over time as new guidance is provided by regulatory and governing bodies. We intend to invest resources to comply with
evolving laws, regulations and standards, and this investment may result in increased general and administrative expenses and a diversion
of management’s time and attention from revenue-generating activities to compliance activities. If notwithstanding our efforts to comply with
new laws, regulations and standards, we fail to comply, regulatory authorities may initiate legal proceedings against us and our business may
be harmed.

Failure to comply with these rules might also make it more difficult for us to obtain some types of insurance, including director and
officer liability insurance, and we might be forced to accept reduced policy limits and coverage or incur substantially higher costs to obtain the
same or similar coverage. The impact of these events could also make it more difficult for us to attract and retain qualified persons to serve
on our board of directors, on committees of our board of directors or as members of senior management.
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Our amended and restated certificate of incorporation provides that the Court of Chancery of the State of Delaware and the federal
district courts of the United States of America will be the exclusive forums for substantially all disputes between us and our
stockholders, which could limit our stockholders’ ability to obtain a favorable judicial forum for disputes with us or our directors,
officers or employees.

Our amended and restated certificate of incorporation provides that the Court of Chancery of the State of Delaware is the exclusive
forum for the following types of actions or proceedings under Delaware statutory or common law:

< any derivative action or proceeding brought on our behalf;
« any action asserting a breach of fiduciary duty;

e any action asserting a claim against us arising under the Delaware General Corporation Law, our amended and restated certificate
of incorporation, or our amended and restated bylaws;

< any claim or cause of action seeking to interpret, apply, enforce or determine the validity of our restated certificate or our amended
and restated bylaws;

« any claim or cause of action as to which the Delaware General Corporation Law confers jurisdiction on the Court of Chancery of the
state of Delaware; and

e any action asserting a claim against us that is governed by the internal-affairs doctrine.

This provision would not apply to suits brought to enforce a duty or liability created by the Exchange Act. Furthermore, Section 22 of
the Securities Act creates concurrent jurisdiction for federal and state courts over all such Securities Act actions. Accordingly, both state and
federal courts have jurisdiction to entertain such claims. To prevent having to litigate claims in multiple jurisdictions and the threat of
inconsistent or contrary rulings by different courts, among other considerations, our amended and restated certificate of incorporation further
provides that the federal district courts of the United States of America will be the exclusive forum for resolving any complaint asserting a
cause of action arising under the Securities Act. While the Delaware courts have determined that such choice of forum provisions are facially
valid, a stockholder may nevertheless seek to bring a claim in a venue other than those designated in the exclusive forum provisions. In such
instance, we would expect to vigorously assert the validity and enforceability of the exclusive forum provisions of our amended and restated
certificate of incorporation. This may require significant additional costs associated with resolving such action in other jurisdictions and there
can be no assurance that the provisions will be enforced by a court in those other jurisdictions.

These exclusive forum provisions may limit a stockholder’s ability to bring a claim in a judicial forum that it finds favorable for disputes
with us or our directors, officers, or other employees, which may discourage lawsuits against us and our directors, officers and other
employees. If a court were to find either exclusive-forum provision in our amended and restated certificate of incorporation to be inapplicable
or unenforceable in an action, we may incur further significant additional costs associated with resolving the dispute in other jurisdictions, all
of which could seriously harm our business.
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SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS

This prospectus contains forward-looking statements that involve substantial risks and uncertainties. The forward-looking statements
are contained principally in the sections titled “Prospectus Summary,” “Risk Factors,” “Management’s Discussion and Analysis of Financial
Condition and Results of Operations,” “Business” and elsewhere in this prospectus. In some cases, you can identify forward-looking
statements by terms such as “may,” “will,” “should,” “expect,” “plan,” “anticipate,” “could,” “intend,” “target,” “project,” “estimate,” “believe,”
“estimate,” “predict,” “potential” or “continue” or the negative of these terms or other similar expressions intended to identify statements about
the future. These statements speak only as of the date of this prospectus and involve known and unknown risks, uncertainties and other
important factors that may cause our actual results, performance or achievements to be materially different from any future results,
performance or achievements expressed or implied by the forward-looking statements. We have based these forward-looking statements
largely on our current expectations and projections about future events and financial trends that we believe may affect our business, financial
condition and results of operations. These forward-looking statements include, without limitation, statements about the following:

” ou ” ” ou ”u

« the timing, progress and results of our preclinical studies and clinical trials of our product candidates, including statements
regarding the timing of initiation and completion of studies or trials and related preparatory work, the period during which the results
of the trials will become available and our research and development programs;

« the timing of our planned IND and CTA submissions, initiation of clinical trials and timing of expected clinical results for TSHA-101,
TSHA-118, TSHA-102, TSHA-103, TSHA-104 and our other future product candidates;

« the timing of any submission of filings for regulatory approval of, and our ability to obtain and maintain regulatory approvals for, our
current and future product candidates;

« the outbreak of the novel strain of coronavirus disease, COVID-19, which could adversely impact our business, including our
preclinical studies and clinical trials;

< our ability to identify patients with the diseases treated by our product candidates, and to enroll patients in trials;

* our expectations regarding the size of the patient populations, market acceptance and opportunity for and clinical utility of our
product candidates, if approved for commercial use;

< our manufacturing capabilities and strategy, including the scalability and commercial viability of our manufacturing methods and
processes;

* our expectations regarding the scope of any approved indication for TSHA-101, TSHA-118, TSHA-102, TSHA-103, TSHA-104 or
any other product candidate;

« our ability to successfully commercialize our product candidates;
< our ability to leverage our platform, including our next-generation technologies, to identify and develop future product candidates;

« our estimates of our expenses, ongoing losses, future revenue, capital requirements and our need for or ability to obtain additional
funding before we can expect to generate any revenue from product sales;

 our ability to establish or maintain collaborations or strategic relationships;
 our ability to identify, recruit and retain key personnel;

 our reliance upon intellectual property licensed from third parties and our ability to obtain such licenses on commercially reasonable
terms or at all;
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< our ability to protect and enforce our intellectual property position for our product candidates, and the scope of such protection;
« our financial performance;

« our expected use of proceeds from this offering;

e our competitive position and the development of and projections relating to our competitors or our industry;

« our estimates regarding future revenue, expenses and needs for additional financing;

« the impact of laws and regulations; and

* our expectations regarding the time during which we will be an emerging growth company under the JOBS Act.

The foregoing list of risks is not exhaustive. Other sections of this prospectus may include additional factors that could harm our
business and financial performance. Moreover, we operate in an evolving environment. New risk factors and uncertainties may emerge from
time to time, and it is not possible for management to predict all risk factors and uncertainties. As a result of these factors, we cannot assure
you that the forward-looking statements in this prospectus will prove to be accurate. Except as required by applicable law, we do not plan to
publicly update or revise any forward-looking statements contained herein, whether as a result of any new information, future events,
changed circumstances or otherwise. You should, however, review the factors and risks and other information we describe in the reports we
will file from time to time with the SEC after the date of this prospectus.

Because forward-looking statements are inherently subject to risks and uncertainties, some of which cannot be predicted or quantified
and some of which are beyond our control, you should not rely on these forward-looking statements as predictions of future events. Although
we believe that we have a reasonable basis for each forward-looking statement contained in this prospectus, the events and circumstances
reflected in our forward-looking statements may not be achieved or occur and actual results could differ materially from those projected in the
forward-looking statements. You should refer to the “Risk Factors” section of this prospectus for a discussion of important factors that may
cause our actual results to differ materially from those expressed or implied by our forward-looking statements.

You should read this prospectus and the documents that we reference in this prospectus and have filed as exhibits to the registration
statement, of which this prospectus is a part, completely and with the understanding that our actual future results may be materially different
from what we expect. We qualify all of our forward-looking statements by these cautionary statements.
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MARKET AND INDUSTRY DATA

We obtained the industry, statistical and market data in this prospectus from our own internal estimates and research as well as from
industry and general publications and research, surveys and studies conducted by third parties. All of the market data used in this prospectus
involve a number of assumptions and limitations, and the sources of such data cannot guarantee the accuracy or completeness of such
information. While we are not aware of any misstatements regarding the third-party information and we believe that each of these studies and
publications is reliable, the industry in which we operate is subject to a high degree of uncertainty and risk due to a variety of important
factors, including those described in the section titled “Risk Factors.” These and other factors could cause results to differ materially from
those expressed in the estimates made by third parties and by us.
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USE OF PROCEEDS

We estimate that the net proceeds from our issuance and sale of shares of our common stock in this offering will be
approximately $ million (or approximately $ million if the underwriters exercise in full their option to purchase up
to additional shares), assuming an initial public offering price of $ per share, which is the midpoint of the price range set

forth on the cover page of this prospectus, and after deducting the estimated underwriting discounts and commissions and estimated offering
expenses payable by us.

Each $1.00 increase (decrease) in the assumed initial public offering price of $ per share would increase (decrease) the net
proceeds to us from this offering by approximately $ million, assuming the number of shares offered by us, as set forth on the cover
page of this prospectus, remains the same and after deducting the estimated underwriting discounts and commissions and estimated offering
expenses payable by us. Each increase (decrease) of 1.0 million in the number of shares we are offering would increase (decrease) the net
proceeds to us from this offering, after deducting the estimated underwriting discounts and commissions and estimated offering expenses
payable by us, by approximately $ million, assuming the assumed initial public offering price stays the same. We do not expect that
a change in the offering price or the number of shares by these amounts would have a material effect on our intended uses of the net
proceeds from this offering, although it may impact the amount of time prior to which we may need to seek additional capital.

As of June 30, 2020, we had a cash balance of $11.2 million. In July and August 2020, we received $107.1 million of aggregate net
proceeds from an additional closing of our Series A convertible preferred stock financing and the issuance and sale of our Series B
convertible preferred stock. We intend to use the net proceeds from this offering, together with our existing cash and cash equivalents, as
follows:

e approximately $ million to ;
« approximately $ million to ; and

« the remainder for working capital and other general corporate purposes.

We believe that the anticipated net proceeds of this offering, together with our existing cash and cash equivalents, will enable us to
fund our operating expenses and capital requirements into . Based on our current operational plans and assumptions, we
expect our cash and cash equivalents, together with the net proceeds from this offering, will be sufficient to . We have based these
estimates on assumptions that may prove to be wrong, and we could use our available capital resources sooner than we expect.

We may also use a portion of the remaining net proceeds to in-license, acquire or invest in complementary businesses, technologies,
products or assets, although we have no current agreements, commitments or understandings to do so.

This expected use of net proceeds from this offering and our existing cash and cash equivalents represents our intentions based upon
our current plans and business conditions, which could change in the future as our plans and business conditions evolve. The amounts and
timing of our actual expenditures may vary significantly depending on numerous factors, including the progress of our development, the
status of and results from clinical trials, as well as any collaborations that we may enter into with third parties for our drug candidates, and
any unforeseen cash needs. As a result, our management will have broad discretion in the application of the net proceeds from this offering,
and investors will be relying on the judgment of our management regarding the application of those net proceeds. The timing and amount of
our actual expenditures will be based on many factors, including cash flows from operations and the anticipated growth of our business.
Pending these uses, we plan to invest these net proceeds in short-term, interest bearing obligations, investment-grade instruments,
certificates of deposit or direct or guaranteed obligations of the United States.
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DIVIDEND POLICY

We have never declared or paid, and do not anticipate declaring or paying, in the foreseeable future, any cash dividends on our
capital stock. We currently intend to retain all available funds and any future earnings to support our operations and finance the growth and
development of our business. Any future determination related to our dividend policy will be made at the discretion of our board of directors
and will depend upon, among other factors, our results of operations, financial condition, capital requirements, contractual restrictions,
business prospects and other factors our board of directors may deem relevant.
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CAPITALIZATION

The following table sets forth our cash and cash equivalents, and our capitalization as of June 30, 2020:
* on an actual basis;

« on a pro forma basis to give effect to: (i) the receipt of $107.1 million in aggregate net proceeds from the issuance and sale of
Series A and Series B convertible preferred stock in July and August 2020 and the related settlement of the convertible preferred
stock tranche liability of $17.2 million; (ii) the conversion of all outstanding shares of our convertible preferred stock into an
aggregate of 15,647,048 shares of our common stock, including the conversion of the convertible preferred stock issued in July and
August 2020, as if such conversion had occurred on June 30, 2020; and (iii) the filing and effectiveness of our amended and
restated certificate of incorporation upon the closing of this offering; and

« on a pro forma as adjusted basis to give effect to: (i) the pro forma adjustments described above; and (ii) our issuance and sale
of shares of common stock in this offering at an assumed initial public offering price of $ per share, which is the
midpoint of the price range set forth on the cover page of this prospectus, after deducting the estimated underwriting discounts and
estimated offering expenses payable by us. This pro forma as adjusted information is illustrative only and will depend on the actual
initial public offering price and other terms of this offering determined at pricing.

83



Table of Contents

Our capitalization following the closing of this offering will depend on the actual initial public offering price and other terms of this
offering determined at pricing. You should read this information in conjunction with our financial statements and the related notes appearing
at the end of this prospectus, the sections of this prospectus titled “Selected Financial Data” and “Management’s Discussion and Analysis of
Financial Condition and Results of Operations” and other financial information contained in this prospectus.

As of June 30, 2020

Pro Forma
Actual Pro Forma As Adjusted
(in thousands, except share data)
Cash and cash equivalents $ 11,200 $118,252 $
Preferred stock tranche liability $ 17,176 $ — $
Series A convertible preferred stock, $0.00001 par value; 10,000,000 shares authorized,
6,200,000 issued and outstanding, actual; no shares authorized, issued or outstanding, pro
forma and pro forma as adjusted 18,014 —
Series B convertible preferred stock, $0.00001 par value; no shares authorized, issued and
outstanding, actual, pro forma and pro forma as adjusted — —
Stockholders’ (deficit) equity:
Preferred stock, $0.00001 par value; no shares authorized, issued or outstanding, actual