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AVB-101 substantially reduces pathology in Grn knockout mice
OBJECTIVE Figure 5: hPGRN levels in CSF and serum following AVB-101 administration

* Intrathalamic delivery of AVB-101 in young adult Grn knockout mice (6 weeks) restored in sheep (A) and NHPs (B) at 4 weeks post-infusion

wild-type levels of neuronal lipofuscinosis, a disease hallmark observed in the brains of
patients with FTD, across all doses (Figure 3).
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cross-correction of glial cells large animals * Cassette size optimized * Intrathalamic delivery of AVB-101 resulted in human-equivalent normal to during the 6-month study period.
supraphysiological levels of hPGRN protein in brain areas affected in FTD-GRN in sheep’ * There were no meaningful effects on hematology, coagulation, urinalysis or CSF clinical pathology,
(Figure 4A) and NHPs* (Figure 4B). and no changes in functional observational battery, electrocardiography or ophthalmology.
* AVB-101 led to elevation of hPGRN in cerebrospinal fluid (CSF) with no changes in serum * Neurofilament light chain (NfL) biomarker increased following intrathalamic administration
METHODS hPGRN levels in sheep (Figure 5A) and NHPs (Figure 5B), suggesting expression was of AVB-101, but returned to baseline in serum (Figure 6A) and approached baseline in CSF
restricted to the central nervous system (CNS). at 6 months (Figure 6B), suggesting tissue repair post-procedure.
* AVB-101 was designed to minimize vector dose and to restrict PGRN expression to neurons
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collected 5 days after AAV transduction. PGRN protein levels in the cultured medium were measured by ELISA (T-test, **P<0.01). 4 weeks post-dose in sheep; ¥*8 weeks post-dose in NHPs; *Minus background PGRN levels. Gray area: hPGRN levels in cortex tissue e o C e 8
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