Authorised NCIII List for Psychiatry / Neurosciences:
A Phase 1b multicenter, randomized, double-blind, placebo-controlled study, to evaluate the safety, tolerability, pharmacokinetics, and pharmacodynamics of
intrathecally administered single ascending doses of ALN-HTTO02 in adult patients with Huntington’s disease
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The study is ALN-HTT02-001, R&l GC24NE575, Sponsor: Alnylam, Pl: James Herron, Administering physician: Chris Hawthorne. The IP ALN-HTTO02 will be supplied as a sterile
solution formulated in a vehicle composed of an isotonic aqueous buffer suitable for IT injection. See the Pharmacy Manual for further details of solution concentration and fill
volume. The control drug for this study will be a placebo isotonic aqueous buffer suitable for IT injection. Placebo will be provided by the Sponsor; it will be packaged identically to
ALN-HTTO2.. The study will have a double-blinded period (placebo controlled) and an open-label period. The dose is determined by the study safety review committee and
depends on the cohort to which the patient is recruited. The IP is administered as a 20ml volume once and it will be prepared in the aseptic. The IP is investigated for Huntington’s
Disease in a Phase | set-up. The Lead Research Nurse/study coordinator for this study is Helen Bannister.



