Preliminary Safety Results from the Ph1/2 Study of NGN-401, a Novel Regulated Gene Therapy for Rett Syndrome
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RETT SYNDROME

NON-CLINICAL DATA PHASE 1/2 NGN-401 PEDIATRIC TRIAL DESIGN AND BASELINE DEMOGRAPHICS
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» Most cases of RTT are caused by loss-of-function variants in the MECP2 gene that lead to deficiency of € expression. efficacy of NGN-401 enrolling low-dose and high-dose cohorts
methyl CpG binding protein 2 (MeCP2), a ubiquitously expressed nuclear protein critical for brain  Evaluate two dose levels
functiont. Fig. 5. NGN-401 led to dose-dependent increase in survival in male murine KO model (Mecp2); unregulated gene - o The trial is utilizi vlacti
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Gene therapy has potential to address the root cause of RTT by delivering functional copies of 2 2 " Table 1: Baseline characteristics of the first three participants dosed
the MECP2 gene to the brain, thereby potentially restoring MeCP2 protein. 0 i o kM cRnogogogoee Key Efficacy Assessments
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therapeutlc and tojerable levels of * In Mecp2*- heterozygous female mice with mosaic MeCP2 expression, NGN-401 exhibited no - (Cllinerel Clolorl Imjpession @i MECP2 mutation e SRR SEUEE
signs of toxicity at clinically relevant doses. In contrast, unregulated gene therapy was not Improvement (CGI-1) | ;:j”r‘neinﬁgtfgtgf'\"ml ~11 months ~8 months ~5 months
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- _ - The timing of toxicity onset was consistent with timing of peak transgene expression. Q ( Q) High Dose Cohort 2: First participant recently dosed
| | and thus far, NGN-401 has been well-tolerated
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Fig. 6. NHP data support ICV as route of administration chosen for NGN-401 clinical trial* NGN-401 SAFETY PROFILE IS FAVORABLE TO DATE I
o RTT disease severity is correlated with the amount of functional MeCP2 protein. p——
» MECP2 duplication disorder is a distinct disease resulting from expression of two or more copies of Vi ) Table 2: Table 3: o
the MECP2 gene ; - n . ﬁgge4agTﬁ"t'eg'er99"tl ngerje fVef;ti (TEAESE) related to e No signs or symptoms indicative of MeCP2
' : : . : : : Motor Cortex -2 - ave been mild/Grade 1 and transient or overexpression toxicity have been reported in an
» Gene therapy for RTT requires tightly controlled MeCP2 protein expression to deliver therapeutic rontal Cortey  _|m— | speech resolving, and most AEs are known potential risks of AAV partici|c|>0ant g P g
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EXACT technology is designed to self-regulate transgene expression to maximize therapeutic & _ _ _ _
potential while minimizing the risk of MeCP2 overexpression toxicity associated with * Kndogenous MIECP2 mRNA » NGN-401 gene therapy candidate is designed to be a best-in-class treatment for RTT.
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