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Letter From 
The CEO

Dear Stockholders,

2023 was a year of exceptional execution for Taysha. We made tremendous progress on 
the development of our lead gene therapy candidate, TSHA-102, in clinical evaluation 
for the treatment of Rett syndrome. This included generating compelling initial clinical 
data in adult patients in Canada and expanding the trial into the adolescent population, 
obtaining regulatory clearance to initiate the clinical evaluation of TSHA-102 in pediatric 
patients in both the United States (U.S.) and United Kingdom (U.K.) and dosing the 
first patient in our pediatric trial in the U.S. Additionally, we strengthened our balance 
sheet and extended our cash runway into 2026 to further enable our journey to bring a 
potentially transformational treatment to the Rett syndrome community. Importantly, 
we believe these accomplishments allow us to focus our efforts in 2024 on moving to the 
high dose of TSHA-102 and generating critical longer-term clinical data in a broad range 
of ages and stages of patients with Rett syndrome across multiple geographies. 

The unmet need and burden of care for Rett syndrome is high. Rett syndrome is a 
rare neurodevelopmental disorder caused by mutations in the X-linked MECP2 gene 
encoding methyl CpG-binding protein 2 (MeCP2), which is essential for regulating 
neuronal and synaptic function in the brain. The disorder is characterized by loss of 
communication and hand function, slowing and/or regression of development, motor and 
respiratory impairment, seizures, intellectual disabilities and shortened life expectancy. 
Rett syndrome progression is divided into four key stages, beginning with early-onset 
stagnation at six to 18 months of age, followed by rapid regression, plateau and late 
motor deterioration. Currently, there are no approved disease-modifying therapies 
that treat the genetic root cause of the disease. Rett syndrome caused by a pathogenic 
MECP2 mutation is estimated to affect between 15,000 and 20,000 patients in the U.S., 
European Union (EU) and U.K.

Sean Nolan
Chairman and Chief Executive Officer
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The random X-inactivation and subsequent mosaic expression pattern of MECP2 results 
in a mixture of cells that are either deficient in MeCP2 or express MeCP2 normally, which 
makes Rett syndrome challenging to treat with traditional small molecule and gene 
therapy approaches. We believe our TSHA-102 gene therapy candidate, equipped with 
the novel miRNA-Responsive Auto-Regulatory Element, or miRARE technology, has 
the potential to appropriately address this challenge and provide therapeutic benefit.    
TSHA-102 is a self-complementary, intrathecally delivered AAV9 gene therapy designed 
as a one-time treatment that aims to address the genetic root cause of Rett syndrome 
by delivering a functional form of MECP2 to cells in the central nervous system. It utilizes 
the innovative miRARE technology, which is designed to mediate MECP2 expression in 
the central nervous system on a cell-by-cell basis and overcome the risks associated with 
both under- and over-expression of MeCP2. Thus, TSHA-102 is expected to provide the 
necessary function of the MeCP2 protein in cells lacking MeCP2, while protecting against 
toxic overexpression of MeCP2 in healthy cells.

TSHA-102 has received Fast Track, Orphan Drug and Rare Pediatric Disease designations 
from the U.S. Food and Drug Administration (FDA) and was granted Orphan Drug 
designation from the European Commission for the treatment of Rett syndrome. 
Recently, TSHA-102 also received Innovative Licensing and Access Pathway (ILAP) 
designation from the U.K. Medicines and Healthcare products Regulatory Agency 
(MHRA), which is a program that is designed to accelerate the review path of novel 
treatments. Collectively, these designations further reinforce the high unmet medical 
need for patients with Rett syndrome and the potential of TSHA-102.

In 2023, we generated initial clinical data in our first-in-human REVEAL Phase 1/2 
adult trial in Canada that further validated our construct and supported the potential 
of  TSHA-102 as a one-time, disease-modifying treatment for patients with the most 
advanced stage of Rett syndrome. We recently reported longer-term data from both 
adult patients treated with the low dose, which demonstrated a well-tolerated safety 
profile with sustained and new improvements across multiple clinical domains as of the 
35-week assessment for the first patient and the 19-week assessment for the second 
patient. We believe these continued improvements in both adult patients with advanced, 
stage four disease support the durability and transformative potential of TSHA-102 
across multiple genotypes of Rett syndrome. 

Another key priority in 2023 was expanding the clinical evaluation of TSHA-102 across a 
broad age range of patients and geographies. We made significant progress toward this 
goal as we expanded our REVEAL Phase 1/2 adult trial into the adolescent population, 
announced the expansion of the adolescent and adult trial into the U.S., obtained 
regulatory clearance to initiate clinical evaluation in the pediatric population in the 
U.S. and U.K., and dosed the first pediatric patient in our REVEAL Phase 1/2 pediatric 
trial in the U.S. With the completion of these milestones, we now have a robust clinical 
development program for TSHA-102, including two ongoing clinical trials spanning the 
U.S., Canada and the U.K. 
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TSHA-102 REVEAL Phase 1/2 Adolescent and Adult Trial

Our ongoing REVEAL Phase 1/2 adolescent and adult trial is a first-in-human,           
open-label, randomized, dose-escalation and dose-expansion trial evaluating the safety 
and preliminary efficacy of TSHA-102 in females aged 12-years and older with stage four 
Rett syndrome. The trial is taking place in Canada and the U.S. We are currently enrolling 
patients in Part A, the dose escalation portion of the trial, which is evaluating a low 
dose (cohort one) and high dose (cohort two) of TSHA-102 sequentially. Two patients 
have been dosed in the low dose cohort, and the dosing of cohort one is considered 
complete. These two patients have quite different genetic mutations. The first patient’s 
MECP2 mutation manifests in a more severe disease phenotype with patient one being 
completely non-ambulatory at baseline, whereas the second patient has a milder 
phenotype and could walk with prompting at baseline.

When we initiated the REVEAL trial, the focus was primarily on safety, with little 
expectation of efficacy for the stage four adult population among key opinion leaders in 
the Rett syndrome community due to the advanced stage of the disease. Therefore, it 
was exciting last November to announce the encouraging initial impact that TSHA-102 
appeared to have across multiple clinical domains in the first two adult patients as early 
as four weeks following treatment. 

Recently, we presented longer follow-up data, including a six-month post-treatment 
assessment for patient one, with clinical observations from week 35 post-treatment. 
Importantly, we continued to see a durable response and sustained improvements in 
the absence or reduction of steroid levels. As of the six-month assessment, patient one 
showed sustained improvement across key efficacy measures at decreased steroid levels, 
with new improvement observed in the Rett Syndrome Behavioral Questionnaire (RSBQ). 
Additionally, the second adult patient demonstrated sustained improvement across key 
efficacy measures, with new improvement observed in certain measures, including the 
Revised-Motor Behavior Assessment (R-MBA) and significantly reduced seizures at 12 
weeks post-treatment. 

Moreover, the longer-term clinical observations reported by the Principal Investigator 
showed that both patients had sustained and new improvements across multiple 
clinical domains, including autonomic function, socialization and communication, motor 
skills, and seizures, compared to earlier post-treatment assessments. Importantly, 
these continued improvements were reported at week 35, following completion of the 
steroid taper for the first patient, and at week 19, at decreased steroid levels for the              
second patient.

The longer-term safety profile is also encouraging. Data from the first two adult patients 
showed that TSHA-102 was well-tolerated with no treatment-emergent serious adverse 
events as of the 35-week assessment for patient one, and as of the 19-week assessment 
for patient two. We believe the safety profile and these continued improvements 
across multiple clinical domains, even at reduced steroid levels, in both adult patients 
with advanced stage four Rett syndrome, support the durability and transformative 
potential of TSHA-102 across multiple genotypes of Rett syndrome and further validate                    
our construct.
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Following review of the data from three patients treated with TSHA-102 across both 
REVEAL trials, the Independent Data Monitoring Committee (IDMC) approved our 
request to proceed to dose escalation in the adolescent and adult trial, which enables 
us to initiate dosing with the high dose of TSHA-102 earlier than planned. Advancing 
to the high dose cohort is a critical step that accelerates our ability to further inform 
our clinical development and regulatory plan for Part B, the dose expansion portion of 
the studies. Dose escalation data from Part A will be assessed by regulatory agencies 
and the IDMC to provide guidance on final key elements of Part B, including hierarchy 
of efficacy endpoints, study duration and the maximum tolerated dose or maximum          
administered dose.

With cohort one now completed in our adolescent and adult trial, we plan to dose the 
first patient in cohort two with the high dose of TSHA-102 in the second quarter of 2024 
and expect to report initial data from the high dose cohort in the second half of 2024. 

TSHA-102 REVEAL Phase 1/2 Pediatric Trial

Our ongoing REVEAL Phase 1/2 pediatric trial is an open-label, randomized,
dose-escalation and dose-expansion trial evaluating the safety and preliminary efficacy 
of TSHA-102 in females aged 5-8 years old with stage three Rett syndrome. The trial is 
taking place in the U.S. with clearance in the U.K. We are currently enrolling patients in 
the dose escalation portion of the trial, which is evaluating a low dose (cohort one) and 
high dose (cohort two) of TSHA-102 sequentially. We have announced that we dosed 
the first pediatric patient in cohort one evaluating the low dose of TSHA-102 in the U.S. 
Following review of the data, the IDMC approved the dosing of the second pediatric 
patient. This year, we plan to complete enrollment in the low and high dose cohorts of 
the pediatric trial. We expect to report initial available data from the low dose cohort in 
mid-2024 and initial data from the high dose cohort in the second half of 2024. 

In our REVEAL pediatric trial, we announced earlier this year that the U.K. MHRA 
authorized the Clinical Trial Application for TSHA-102 in pediatric patients with Rett 
syndrome, enabling expansion of our ongoing pediatric trial in the U.S. into the U.K., and 
we’re currently focused on site initiation activities in the U.K.

Extended Cash Runway to Support Clinical Development of TSHA-102 

To support the continued execution of our TSHA-102 program, we closed two 
transactions in 2023 to infuse capital into the Company and extend our cash runway 
through key clinical catalysts for our TSHA-102 program. In August 2023, we entered 
into a private placement financing, or PIPE, with a group of new and existing top-tier 
investors, which resulted in gross proceeds of $150 million. We believe this support 
from investors highlighted the enthusiasm for our TSHA-102 program and reinforced 
the potential of gene therapy to transform the lives of patients suffering from           
devastating diseases. 

In November 2023, we entered into a loan and security agreement with Trinity Capital 
that included no financial covenants or warrants, and we terminated our existing loan 
and security agreement with Silicon Valley Bank. This extended our cash runway by one 
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quarter into 2026. Importantly, by strengthening our balance sheet, these transactions 
enable us to focus on execution as we endeavor to deliver on key value-creating 
milestones in our TSHA-102 program in 2024 and beyond. 

Strengthened Clinical and Regulatory Leadership 

With a significant focus on continued clinical execution in the year ahead, it’s critical 
for us to have an experienced and disciplined management team that is focused on 
delivering results. We recently strengthened our clinical and regulatory leadership 
with the promotion of Dr. Meredith Schultz, M.D., M.S., to Chief Medical Officer and                             
Rumana Haque-Ahmed to Chief Regulatory Officer. Dr. Schultz and Ms. Haque-Ahmed 
will continue to report to Sukumar Nagendran, M.D., Taysha’s President and Head of     
Research & Development. 

Dr. Schultz is a pediatric neurologist who is experienced in treating patients with Rett 
syndrome. She brings more than 17 years of clinical experience and has led numerous 
gene therapy clinical trials for rare diseases throughout her career. As Chief Medical 
Officer, Dr. Schultz will lead the Company’s clinical development, clinical operations, 
medical affairs and safety activities. Rumana Haque-Ahmed brings nearly 30 years 
of experience in global regulatory strategy and product development across multiple 
therapeutic areas. She has been critical in the development and execution of our 
regulatory strategies for TSHA-102, including obtaining investigational new drug (IND) 
and clinical trial application (CTA) clearances across three countries. As Chief Regulatory 
Officer, Ms. Haque-Ahmed will continue to lead the Company’s regulatory affairs 
department and  regulatory interactions. 

Dr. Schultz and Ms. Haque-Ahmed have both been instrumental in the advancement of 
our TSHA-102 program, and we look forward to partnering with them as we continue to 
advance the clinical evaluation of our TSHA-102 program, with multiple value-inflection 
catalysts anticipated in 2024.

A Catalyst Rich 2024

I am encouraged by the progress we have made with the clinical development of     
TSHA-102. The sustained and new improvements in both adult patients with advanced 
stage four Rett syndrome, coupled with the IDMC’s approval to proceed to the high 
dose cohort in the adolescent and adult trial earlier than planned as well as approval to 
dose the second pediatric patient, supports the therapeutic potential of TSHA-102 for a 
broad population of patients with Rett syndrome. With our balance sheet strengthened, 
we believe we are well positioned to execute across our key upcoming value-creating 
milestones in our TSHA-102 program. 

In 2024, we are focused on data generation across a broad range of ages and stages of 
patients with Rett syndrome in multiple geographies, with the goal of completing dosing 
in Part A of both the REVEAL adolescent and adult trial and the REVEAL pediatric trial 
with the low and high dose of TSHA-102. We look forward to a productive 2024 as we 
continue to evaluate the therapeutic potential of TSHA-102 and work to generate critical 
clinical data that will guide the next phase of our studies. 
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We remain committed to working alongside the patient communities as we endeavor 
to develop this potentially transformational treatment option for patients and families 
living with Rett syndrome. I would like to extend my appreciation to the patients and 
advocacy communities, who remain at the center of our work and serve as our inspiration 
to develop new treatments. I would also like to acknowledge our clinical partners, 
collaborators, Taysha employees and Board of Directors, as well as the support of our 
stockholders, for their partnership and dedication to Taysha and to the patients we serve. 

Sincerely,

Sean P. Nolan
Chairman and Chief Executive Officer
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Executive Team

Sean P. Nolan
Chairman of the Board of Directors
and Chief Executive Officer

Sukumar Nagendran, M.D.
President and Head of Research and
Development

Kamran Alam
Chief Financial Officer

Meredith Schultz, M.D., M.S.
Chief Medical Officer

Frederick Porter, Ph.D.
Chief of Staff and Technical
Operations Officer

Emily McGinnis, MPH
Chief Patient Advocacy and External
Affairs Officer

Rumana Haque-Ahmed
Chief Regulatory Officer

Sean McAuliffe
Chief Business Officer

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

Board of Directors

Sean P. Nolan
Chairman of the Board of Directors
and Chief Executive Officer 
President, Nolan Capital, LLC

Sukumar Nagendran, M.D.
Director 
President and Head of
Research and Development

Phillip B. Donenberg, CPA
Director

Alison Long, M.D., Ph.D.
Director
Chief Medical Officer, Flightpath
Biosciences

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

Sean Stalfort
Director
President, PBM Capital Group, LLC
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Corporate Headquarters
Taysha Gene Therapies, Inc. 
3000 Pegasus Park Drive, Suite 1430      
Dallas, TX 75247 
(214) 612-0000
www.tayshagtx.com

Annual Meeting of Stockholders     
Wednesday, May 29, 2024 at 3:00 p.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 
IR@Tayshagtx.com

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

Equitini Trust Company, LLC
55 Challenger Road
Ridgefield Park, NJ 07660
(800) 937-5449 

Independent Auditors
Deloitte & Touche LLP
Dallas, TX

Legal Cousel
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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