Hemophagocytic Lymphohistiocytosis (HLH)/Hyperinflammatory Syndrome
following High Dose AAV9 Therapy
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Rett Syndrome and Rationale for Gene Therapy HLH Has Been Rarely Reported Following High-dose AAV Gene Therapy

» Rett syndrome (RTT) is a severe X-linked neurodevelopmental disorder, occurring predominately in females caused by mutations in the

MECP2 gene'-? » Hemophagocytic lymphohistiocytosis (HLH) is a rare, life-threatening hyperinflammatory syndrome characterized by immune
» The cardinal clinical features of the disease phenotype include impairments in hand function/fine motor, ambulation/gross motor, dysregulation, cytokine storm, and multi-organ damage**
language/communication and autonomic dysfunction (e.g., constipation, sleep, and dysphagia) » Most cases of HLH are triggered by infections, malignancy, autoimmune disease, or CAR-T (3.5% incidence); but rarely been reported in
» In the natural history of RTT3, simple developmental skills (e.g., raking grasp, pincer grasp, babbling) are generally acquired but the majority gene therapy literature and there is not currently standard monitoring in AAV trials
are lost during the regression phase (~1-3 years). More complex skills (e.g., using utensils to eat, climbing up/down stairs without help, and » Over 90% of patients with HLH present with the initial “three F’s” seen in the HLH-2004 study: Fever, elevated Ferritin, and Falling blood
pointing for wants) are generally not acquired counts (cytopenia)
» Gene therapy has the potential to address the root cause of RTT by delivering functional copies of the MECP2 gene to the brain and » Only one published case report* and mention of similar cases® reported HLH-like symptoms with high-dose systemic AAV treatment
nervous system, thereby potentially restoring MeCP2 (1E14 vg/kg or higher)
» NGN-401 is an AAV9 gene therapy for Rett syndrome that utilizes one-time intracerebroventricular (ICV) delivery to achieve broadest » Cases treated successfully with early administration of either high dose steroids or anakinra (IL-1 receptor antagonist)

transduction to cortical structures and other key brain regions underlying disease pathophysiology

» NGN-401 is being evaluated in a Phase 1/2 clinical trial at a dose of 1E15 vg and will be evaluated in a registrational trial (Embolden™) at
the same dose

» All cases of HLH have been reported at or above AAV doses of 1E14 vg/kg in published literature or FAERS database

HLH Suspected in Patient Receiving 3E15 vg NGN-401 — Maximal Care Provided

NGN-401: Positioned to be Best-in-Class Gene Therapy for Rett Syndrome

NGN-401 Desian » Three participants were dosed with the 3E15 vg dose, which translates to ~ 1.5E14 vg/kg
< » All participants at the 3E15 vg dose level received an augmented immunosuppression regimen of corticosteroids, sirolimus, and

rituximab
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Improvements in Clinician and Caregiver Assessments with 23 Skills Acquired

Across 4 Participants* Administered 1E15 vg NGN-401

» Participant experienced rapid clinical decline with respiratory failure, acute kidney injury, elevated liver enzymes,
coagulopathy, hypotension; intubated, admitted to ICU and placed on CVVH and inotropic support
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A total of 10 participants have been dosed at the 1E15 vg dose
level and no evidence of HLH/hyperinflammatory syndrome has

been observed Figure 4 - Ferritin Levels of Most Recently Dosed Participants — 1TE15vg
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Open-label, baseline-controlled trial evaluating single dose of NGN-401 (1E15 vg)
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Key Eligibility Criteria:

Ages > 3 years - Females with Classic Rett syndrome in post regression stage of illness

+ Clinical diagnosis and genetic confirmation of pathogenic MECPZ2 variant
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Primary Endpoint: Responder-based composite endpoint at 12 months with responders defined
as participants who:
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Conclusions

;\ Develop mental X ,, . - HLH is rarely described but has occurred in the setting of high-dose AAV therapy of 1E14 vg/kg or higher
Uses @ pincer grase v v + Key early signs and symptoms include the “3 F’s” - Fever, elevated Ferritin, and Falling blood counts (cytopenias)
dysphegia Raking grasp Fine Motor { - Delayed recognition of HLH can lead to rapid clinical decline and may be life-threatening
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Cannot sit, stand or walk Gross Motor{ Sis independenly v v v with NGN-401 if warranted and discontinued the 3E15 vg dose cohort (~1.5E14 vg/kg)
* No clinical signs or symptoms of HLH have been observed in patients receiving the 1E15 vg dose of NGN-401 (N=10)
- We encourage others evaluating AAV treatments to monitor for HLH
TEETE—  Encouraging efficacy data has been observed with NGN-401 at the 1E15 vg dose, which translates to ~E13 vg/kg range, below the dose
select P-4 level where HLH has been reported in the literature
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» Additional clinical data from the Phase 1/2 trial is planned to be reported in second half 2025
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