SPK-10001 induces a durable and safe reduction of HTT protein supporting further development
in Huntington’s disease
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BACKGROUND EXPERIMENTAL APPROACH
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Figure 2. SCHEMATIC OF EXPERIMENTAL DESIGN TO CONFIRM SAFE DELIVERY AND EFFICACY OF SPK-10001.

39 cynomolgus macaques were subdivided in 2 groups, and they were either sham-operated, or diluent-injected, or SPK-10001-injected and
treated at 4 (Cohort 1) or 3 (Cohort 2) increasing doses. Brain MRI scans were acquired and biofluids were collected for baseline readouts
before the surgery procedure. Intraparenchymal (IPa) injections to the caudate and putamen were guided by intraoperative MRI and
Gadoteridol admixed to formulations, which also helped the estimation of the percentage of target structure coverage and AAV distribution in
post-dosing MR scans. Brain volumes were analyzed and biofluids were collected at several intermediate timepoints up to scheduled
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Although mHTT is produced in every brain region, the striatum (caudate and putamen) and later the cerebral cortex are the most affected,
suggesting that directly lowering mHTT in these brain regions could be a potential disease-modifying therapy for Huntington’s disease
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