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NGN-401 is an investigational AAV9 gene therapy in development as a  

potential best-in-class disease-modifying treatment for Rett syndrome.  

It is purposefully designed to deliver the full-length MECP2 gene and 

incorporates Neurogene’s proprietary EXACT™ transgene regulation  

technology to achieve target therapeutic levels of MeCP2 protein. NGN-401 

is delivered through intracerebroventricular (ICV) administration, a common 

neurosurgical procedure, which has been established in multiple preclinical 

studies to provide the broadest gene therapy biodistribution to the key 

areas of the brain and nervous system underlying Rett syndrome.
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Founder and  



clinical execution with NGN-401 gene therapy for Rett syndrome 

and the transition into a late-stage clinical development company 

 

advanced our mission to deliver life-changing medicines for  

 

 

 

NGN-401 in females with classic Rett syndrome ages three and 

 3, which is 

a clinician-assessed measure of improvement, and a gain from 

 

these data will provide key stakeholders, including physicians, 

caregivers and payors, the necessary information to inform  

treatment at an age when families may want to intervene to 

 

 

 

treatment of NGN-401 led to clinically meaningful, multidomain 

 

 Interim Phase 1/2 Data Showed NGN-401 Drove 
Durable Accumulation of Multidomain Milestones Across 

Core Domains That Matter Most to Caregivers 
 

 

•   100% showed functional improvements across core disease  

 

   ambulation and communication

• 35 total developmental milestones gained 

 • No plateau, including out to 24 months 

 •  Multidomain gains enable increasingly complex activities, 

enhancing independence and health-related quality of life

• 88% achieved improved CGI-I score

• 1E15 vg dose continues to be generally well-tolerated

As of data cutoff date of October 30, 2025 
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TO OUR SHAREHOLDERS, 



less dependence on caregivers  

for basic needs and activities of daily living, such as self-feeding, improved ambulation

and ability to communicate needs and wants. 

Looking ahead, we remain laser-focused on rapidly advancing 

participants dosed, and that NGN-401 at the 1E15 vg dose has 

manufacturing scale is the same as the current clinical  

anticipate expanding early commercial-readiness activities to 

foundation is anticipated to fund operations through key  

our appreciation to the dedicated and talented team at 

Neurogene, whose expertise and hard work drive our progress, 

participating in our trials, whose partnership is essential as we 

Sincerely,
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Walking and standing are so 
much better. Before she would 
fall all the time and now she 
doesn’t. She is so much 
stronger and rarely falls.”

“Her understanding has  
improved, especially with  
me when I ask her to do 
small tasks, then she will  
do it immediately almost  
every time…”

“ time ever.”“
She is paying attention,  
and even at school with  
decision-making…she knows 
what we are asking of her.”

“

Caregivers of Participants in the Phase 1/2 Trial Shared:
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CAUTIONARY NOTE REGARDING FORWARD-LOOKING STATEMENTS

Statements in this report that are not historical in nature are “forward-looking statements” within the meaning of the Private Securities  
Litigation Reform Act of 1995. These statements may discuss goals, intentions and expectations as to future plans, trends, events, or results 
based on current expectations and beliefs of the management of Neurogene as well as assumptions made by, and information currently  
available to, management of Neurogene. These include, but are not limited to, statements regarding the therapeutic potential and utility, 

NGN-401 to be a best-in-class gene therapy for Rett syndrome, trial designs and clinical development plans for the Company’s EmboldenTM 
registrational clinical trial of NGN-401 for Rett syndrome, including timing of anticipated dosing and completion of participant dosing in the 

 
manufacturing and controls (CMC) requirements, the response rate, expected durability and deepening of clinical results from the NGN-401 
clinical trial, the potential for future approval for commercialization of NGN-401 as a treatment for Rett syndrome, including the potential for 
third party payor approval of reimbursement as well as the potential to convert existing clinical trial sites to commercial sites in the event 
NGN-401 does receive commercial approval, expected timing for the release of additional interim data from the Company’s NGN-401 Phase 

opportunities related to the Company’s pipeline and the use of Neurogene’s proprietary EXACT technology. Forward-looking statements are 
predictive in nature and depend upon or refer to future events or conditions that are subject to risks and uncertainties that could cause actual 
results or outcomes to differ materially from anticipated results. Please see “Cautionary Note About Forward-Looking Statements” and “Risk 
Factors” in the attached Annual Report on Form 10-K for more information about forward-looking statements and risks relating to  
Neurogene’s operations. Nothing in this communication should be regarded as a representation by any person that the forward-looking 
statements set forth herein will be achieved or that the contemplated results of any such forward-looking statements will be achieved. 

the cautionary statements herein. Except as required by applicable law, we do not undertake any obligation to revise or update any forward- 
looking statement, or to make any other forward-looking statements, whether as a result of new information, future events or otherwise.
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