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LETTER FROM
THE CEO

DEAR STOCKHOLDERS,

2021 was a year of accomplishment for Taysha that included positive data from
clinical programs. We achieved enormous strides in advancing our pipeline and
establishing the processes and infrastructure that we believe will allow us to flourish
as a sustainable gene therapy business and create long-term stockholder value.
We are sharpening our strategic focus to prioritize key value-driving registration-
directed programs in GAN, which has an estimated addressable patient population
of 5,000 in commercially addressable markets worldwide, and Rett syndrome,
which affects over 350,000 patients worldwide. We also plan to conduct small
proof-of-concept studies in CLN1 disease and SLC13A5 deficiency.

Our Scientific Approach and Next-Generation Platform Technologies

Our scientific approach is focused on coupling validated gene therapy technologies
with novel payload design. We have built Taysha on a commercially proven
approach to gene therapy, utilizing the established AAV9 vector to deliver genetic
cargo 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 delivery to target the central nervous
system broadly in a less invasive manner while evading neutralizing antibodies. To
efficiently produce our AAV9-based product candidates, we are leveraging the
proven and highly scalable HEK293 suspension process.  



We believe our next-generation technologies can enable the discovery,
development and rapid translation of new gene therapies including our miRARE
platform which is designed to create an endogenous feedback loop to safely
regulate transgene expression on a cell-by-cell basis.

TSHA-120 for the treatment of giant axonal neuropathy (GAN)

We acquired exclusive worldwide rights to TSHA-120, a clinical-stage therapy for
the treatment of giant axonal neuropathy (GAN) in 2021. TSHA-120 is an
intrathecally-dosed AAV9 gene therapy originally developed by our Chief Scientific
Advisor, Dr. Steven Gray, and initially funded by a leading GAN patient advocacy
group. TSHA-120 is the first gene therapy to be intrathecally dosed and is currently
being evaluated as part of a groundbreaking historic dose escalation clinical trial at
the NIH, under the leadership of the principal investigator, Carsten Bönneman. 

We recently reported positive clinical efficacy and safety data for the high dose
cohort of 3.5x10    total vg, as well as long-term safety and durability data across all
therapeutic doses. Treatment with TSHA-120 achieved a clinically meaningful and
statistically significant slowing or halting of disease progression seen in the highest
dose cohort of 3.5x10    total vg and across all therapeutic dose cohorts. At the
highest dose, TSHA-120 demonstrated clinically meaningful and statistically
significant improvement in the MFM32 score by Year 1 compared to natural history.
Additionally, long-term durability data across all therapeutic doses demonstrated a
10-point improvement in the mean change from baseline in MFM32 score by Year 3
compared to the estimated natural history decline of 24 points. We believe these
long-term data confirm the disease-modifying effect and sustained durability of
TSHA-120. Notably, nerve biopsy data pre- and post-treatment with TSHA-120
provided evidence of active regeneration of nerve fibers, thereby demonstrating
pathological improvement to complement the clinical benefit seen. In addition,
preservation of visual acuity as measured by the LogMAR scale was observed, and
this was in conjunction with improvements in retinal nerve fiber layer thickness, as
assessed by optical coherence tomography.

There were no significant safety issues and no increase in adverse events at higher
doses. All adverse events related to immunosuppression or study procedures were
comparable to other gene therapies and transient in nature.
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Overall, this is the most comprehensive gene therapy data set in GAN, and we think
it offers TSHA-120 a potentially de-risked regulatory path. We look forward to our
continued discussions with major regulatory agencies on potential registration
pathways for TSHA-120.

TSHA-120 has already received Orphan Drug and Rare Pediatric Disease
designations from the FDA and recently received Orphan Drug Designation from
the European Commission. We also have partnerships in place to help raise disease
awareness and facilitate earlier diagnosis of GAN. This includes a partnership with
GeneDx, a global leader in genetic testing to include a genetic marker to test for
GAN in the GeneDx routine hereditary neuropathy screening panel, which is free of
charge to individuals at risk of or suspected of having GAN. It also includes
collaborations with the Hereditary Neuropathy Foundation and the Charcot-Marie-
Tooth Association Centers of Excellence, as well as healthcare professionals, and
patient advocacy groups to increase access to genetic testing.

We remain committed to fully understanding the needs of the patient community
and developing a clinical program that is meaningful and impactful for patients,
their families and caregivers. There are an estimated 5,000 patients with GAN in
commercially addressable markets worldwide. These patients face a devastating
prognosis and have no disease-modifying treatment options.

TSHA-102 for the treatment of Rett syndrome

TSHA-102 is the first-and-only gene replacement therapy in clinical development
for Rett syndrome designed to safely regulate transgene expression on a cell-by-
cell basis using our novel miRARE platform, or miRNA-Responsive Auto-Regulatory
Element platform. This technology is exclusively licensed to Taysha and developed
by Drs. Sarah Sinnett and Steven Gray of UT Southwestern Medical Center.
miRARE provides sophisticated regulation of transgene expression genotypically
on a cell-by-cell basis, delivering controlled expression that prevents toxicity
associated with excessive levels of MeCP2.

Recently, we initiated clinical development for TSHA-102 with the acceptance of
our Clinical Trial Application, or CTA, by Health Canada in March 2022. We also
announced positive preclinical data that supported the CTA acceptance including a 



pharmacology study in Rett knockout mice assessing the efficacy of TSHA-102, and
a 6-month GLP toxicology study in nonhuman primates exploring the biodistribution
and mechanism of action of TSHA-102.

TSHA-102 has a robust preclinical data package that we believe supports and
validates the ability of miRARE to safely regulate transgene expression. Data from
the IND/CTA-enabling pharmacology study in mouse models of Rett syndrome
demonstrated that miRARE regulated transgene expression improved survival,
respiratory function and motor function assessments across multiple dose levels. A
one-time intrathecal injection of TSHA-102 significantly increased survival at all
dose levels, with the mid to high doses improving survival across all age groups
compared to vehicle-treated controls. Treatment with TSHA-102 significantly
improved body weight, motor function and respiratory assessments in MECP2
knockout mice. An additional study in neonatal mice is currently ongoing, with
preliminary data suggesting normalization of survival.

Positive IND/CTA-enabling 6-month GLP toxicology data in NHPs reinforced TSHA-
102’s favorable safety profile across all dose levels tested including doses up to 4-
fold above the presumed clinical starting dose. These data supported
biodistribution, as reflected by DNA copy number, in multiple areas of the brain and
sections of spinal cord. Perhaps most importantly, we observed correspondingly
low levels of mRNA across multiple tissues. This indicates that the miRARE down
regulation is appropriately minimizing transgene expression from the construct in
the presence of endogenous MECP2 in these wild type NHPs as expected. No
toxicity from transgene overexpression was observed, which was confirmed by
functional evaluations demonstrating no detrimental change in neurobehavioral
assessments and histopathologic evaluations demonstrating no adverse tissue
findings on necropsy. Collectively, these data further support the therapeutic
potential, safety, and tolerability of TSHA-102 to treat Rett syndrome across a
broad dose range. These preclinical safety and efficacy data were presented at the
International Rett Syndrome Foundation Rett Syndrome Scientific Meeting in April
2022 in Nashville, Tennessee.

Currently there are no approved disease-modifying therapies to treat over
350,000 patients estimated to suffer from Rett syndrome worldwide. We are
excited to advance TSHA-102 as the first gene therapy in clinical development for 



the treatment of this devastating neurodevelopmental disorder. As a reminder,
TSHA-102 has been granted Rare Pediatric Disease Designation and Orphan Drug
Designation from the FDA, and more recently Orphan Drug Designation from the
European Commission.

This year, our strategic pipeline prioritization initiatives are focused on GAN and
Rett syndrome, with plans to conduct small proof-of-concept studies in CLN1
disease and SLC13A5 deficiency. We look forward to providing updates throughout
the year.

I would like to give special thanks to the continued support and dedication of our
Taysha employees, Board of Directors, Scientific Advisory Board, collaborators, and
the patients and advocates who remain our motivation every day to continue our
mission to develop curative gene therapies to eradicate devastating monogenic
CNS diseases.

Sincerely,

RA Session II
President, Founder and Chief Executive Officer
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EXECUTIVE TEAM BOARD OF DIRECTORS

RA Session II
President, Founder and Chief Executive Officer

Suyash Prasad, MBBS, M.Sc., MRCP, MRCPCH, FFPM
Chief Medical Officer and 
Head of Research and Development

Kamran Alam, CPA
Chief Financial Officer

Frederick Porter, Ph.D.
Chief Technical Officer

Emily McGinnis, MPH
Chief Patient Officer and 
Head of Governmental Affairs

Mishima Gerhart
Chief Regulatory Officer and 
Head of Quality

Sean McAuliffe
Chief Commercial Officer

James Rouse
Chief Information Officer

Timothy J. Douros, J.D.
Chief Legal Officer and
Corporate Secretary

Tracy Porter, M.Ed., SPHR
Chief People Officer

Kimberly Lee, D.O.
Chief Corporate Affairs Officer

Greg Gara
Senior Vice President, Manufacturing

Sean P. Nolan
Chairman of the Board of Directors
President, Nolan Capital, LLC

Phillip B. Donenberg, CPA
Director
Senior Vice President and Chief
Financial Officer, Jaguar
Gene Therapy

Paul B. Manning 
Director
Chief Executive Officer, PBM
Capital Group, LLC

Sukumar Nagendran, M.D.
Director
President, Research and
Development and Chief Medical
Officer, Jaguar Gene Therapy

Kathy Reape, M.D.
Director
Chief Development Officer, 
Akouos, Inc.

Laura Sepp-Lorenzino, Ph.D.
Director
Executive Vice President, Chief
Scientific Officer, Intellia
Therapeutics, Inc.

RA Session II
Director
President, Founder and Chief
Executive Officer



CORPORATE HEADQUARTERS

Taysha Gene Therapies, Inc.
3000 Pegasus Park Drive, Suite 1430
Dallas, TX 75247
(412) 612-0000
www.tayshagtx.com
  
ANNUAL MEETING OF STOCKHOLDERS

Friday, June 17, 2022 at 10.00 a.m., Eastern Time

COMMON STOCK LISTING

Nasdaq Global Market Ticker Symbol: TSHA  
  
INVESTOR RELATIONS

Taysha Gene Therapies, Inc.
Attn: Investor Relations
3000 Pegasus Park Drive, Suite 1430
Dallas, TX 75247
 
  

TRANSFER AGENT

For questions regarding your
account, changes of address or the
consolidation of accounts, please
contact Taysha Gene Therapies’
transfer agent:

American Stock Transfer &
Trust Company, LLC 
6201 15th Avenue
Brooklyn, NY  11219 
(800) 937-5449

INDEPENDENT AUDITORS

Deloitte & Touche LLP
Dallas, TX
  
LEGAL COUNSEL

Cooley LLP
Washington, DC

NOTE ON FORWARD LOOKING STATEMENTS

This annual report contains forward-looking statements within the meaning of the
United States securities laws. Such forward-looking statements are subject to risks
and uncertainties that could cause Taysha Gene Therapies’ actual results to differ
materially from those indicated by these forward-looking statements. Information
on the risks and uncertainties that could affect Taysha Gene Therapies’ results is
included in the Annual Report on Form 10-K included herewith. Taysha Gene
Therapies undertakes no obligation to update any forward-looking statements.
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