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Openaccess accurate di isremain '35 patients often endure aprolonged [m/checkfor updates
|®]Checkfor updates ‘diagnosticodyssey’ exceeding 5 years, marked by repeated referrals, misdiagnoses

and unnecessary interventions, leading to delayed treatment and substantial
emotional and economic burden**. Here we present DeepRare—a multi-agent system
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thatarise f inchromatin-
remodelling genes lack targeted treatments. Snijders Blok-Campeau syndrome
(SNIBCPS)', whichis hy ic variants in CHD3, i ithi
isability, autistic-like behavi d motor deficits”. Whether i rection

canreverse such phenotypes in vivo remains Here we show that modelli
the recurrent CHD3 variant p.R1025W in a humanized mouse model (Chd3"*0%")
recapitulates key features of SNIBCPS, including reduced CHD3 protein levels
and abnormalities in social communication, cognition and motor coordination.
We aTadA denine base editor (TeABE) and delivered it

brain-wide using a dual adeno-associated virus (AAV) system and achieved efficient
on-target A=T-to-G+C correction across multiple cortical and hippocampal regions
with minimal bystander activity. This intervention restored CHD3 levels and
ameliorated behavioural abnormalities in vivo. Furthermore, intrathecal dual AAV

delivery innonhuman primates resulted in widesp! t ionand
efficient TeABE reconstitution, a result that supportsits translational feasibility.
These findings establishin vivo b: diting as a viable therapeutic app h for

CHD3-related neurodevelopmental disease. More broadly, they demonstrate that
precise single-base correction in the postnatal brain canrestore protein dosage
and function, thereby offering a framework for the treatment of monogenic
neurodevelopmental disorders.
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