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INTRODUCTION METHODS
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RESULTS . CONCLUSIONS

Biodistribution and gene expression D GEED
» Broad central nervous system (CNS) biodistribution of vector demonstrated by vector genome detection across tissues (Table 2).
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neurological deficits. Nerve fiber degeneration and DRG infiltrate Immunogenicity: Completed GMP manufacturing using commercial process.
];\I|r|1|d|3|2%55 are consistent with other AAV9-gene-therapy treated Hemtoxylin and eosin-stained tissues (DRG magnification 20x objective, brain magnification + All animals developed anti-AAV9 antibodies and low levels of anti-miniMeCP2 antibodies at 3- and 6-month timepoints. Pediatric studies to be initiated in 2023.
§ o 40x objective). High dose: 2.31x10% vg/animal (2x10'° total vg HED). * One animal had IFNy reactivity by ELISpot to AAV9 capsid peptides.
* No TSHA-102-related macroscopic findings. . . . . - . .
- No reactivity was observed in other animals for AAV9 capsid or miniMECP2-derived peptides.

Abbreviations Disclosures References:

AAV, adeno-associated virus; ALP, alkaline phosphatase; CNS, central nervous system; DRG, dorsal SP is the Chief Medical Officer and Head of Research and Development for Taysha Gene Therapies. MN and CS are employees of Taysha Gene Therapies. GF is a former employee of Taysha Gene Therapies. SJG declares a conflict 1. Neul, J.L., et al., Rett syndrome: revised diagnostic criteria and nomenclature. Ann Neurol, 2010. 68(6): p. 944-50; 2. Neul, J.L., et al., Specific mutations in methyl-CpG-binding protein 2 confer different severity in Rett syndrome. Neurology, 2008. 70(16): p. 1313-21; 3. Percy, A.K., et al., Rett syndrome: North American database. J Child Neurol, 2007. 22(12): p. 1338-41; 4. Reichow, B., et al. Brief Report: Systemic
root ganglion; HED, human equivalent dose; IFNy, interferon gamma; IT, intrathecal; LLoD, lower limit of interest with Asklepios Biopharma, from which he has received patent royalties for IP that are not used in this study. SS and SJG declare a conflict of interest with Abeona Therapeutics, from which they have received royalties for Review of Rett Syndrome in Males. J Autism Dev Disord, 2015. 45: p. 3377-3383; 5. Gadalla, K.K., M.E. Bailey, and S.R. Cobb, MeCP2 and Rett syndrome: reversibility and potential avenues for therapy. Biochem J, 2011. 439(1): p. 1-14; 6. Sinnett, S.E.B., E. Lyons, C. Gray, S.J., A New Approach for Designing a Feedback-Enabled AAV Genome Improves Therapeutic Outcomes of MiniMeCP2 Gene Transfer in Mice
of detection; MeCP2, methyl-CpG-binding protein 2; miRNA, microRNA; mRNA, messenger RNA; N/A, miRARE or related IP. Additional IP related to the TSHA-102 viral genome design, for which SJG and SS are co-inventors, has been licensed to Taysha Gene Therapies. Modeling Rett Syndrome (RTT). Molecular Therapy (2020 ASGCT Annual Meeting Abstracts), 2020. 28(4, Supplement 1): p. 1-592; 7. Shao, Y., et al., Identification and characterization of conserved noncoding cis-regulatory elements that impact Mecp2 expression and neurological functions. Genes Dev, 2021. 35(7-8): p. 489-494; 8. Ramocki, M.B., Y.J. Tavyev, and S.U. Peters, The MECP2 duplication syndrome.
not applicable; NAb, neutralizing antibody; NHP, non-human primate; PBMC, peripheral blood Funding sources: A grant from Rett Syndrome Research Trust (RSRT) to SJG, a donation from Abeona Therapeutics to SJG, and general laboratory funds of SJG (UTSW Dept of Pediatrics) funded preclinical work for miRARE. A grant Am J Med Genet A, 2010. 152A(5): p. 1079-88; 9. Shah, R.R. and A.P. Bird, MeCP2 mutations: progress towards understanding and treating Rett syndrome. Genome Med, 2017. 9(1): p. 17; 10. Zhang, Q., et al., Genomic mosaicism in the pathogenesis and inheritance of a Rett syndrome cohort. Genet Med, 2019. 21(6): p. 1330-1338; 11. Chao, H.T. and H.Y. Zoghbi, MeCP2: only 100% will do. Nat Neurosci, 2012.
mononuclear cell; gPCR, real-time quantitative polymerase chain reaction; RT-gPCR, reverse from Taysha Gene Therapies to SS now provides additional support. 15(2): p. 176-7; 12. Liu, J. and U. Francke, Identification of cis-regulatory elements for MECP2 expression. Hum Molec Genet, 2006. 15(11): p. 1769-1782. 13. Adachi, M., E.W. Keefer and F.S. Jones, A segment of the Mecp2 promotor is sufficient to drive expression in neurons. Hum Molec Genet, 2005. 14(23): p 3709-3722. 14. Gadalla, K.K.E., et al., Development of a Novel AAV Gene Therapy Cassette with

transcription gPCR; SD, standard deviation; vg, vector genome. Medical writing support was provided by dna Communications. Writing support was funded by Taysha Gene Therapies Inc. Improved Safety Features and Efficacy in a Mouse Model of Rett Syndrome. Mol Ther Methods Clin Dev, 2017. 5: p. 180-190; 15. Hordeaux, J., et al., Adeno-Associated Virus-Induced Dorsal Root Ganglion Pathology. Hum Gene Ther, 2020. 31(15-16): p. 808-818.



