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Supplementary Figure 1: Schematic representation of the cGAS-STING pathway in the patho-
genesis of Huntington's disease. cGAS interacts with mitochondrial DNA released by mHTT, extra-
cellular and DNA released from apoptotic cells, to synthesize cGAMP (a secondary messenger) from
ATP and GTP. cGAMP also connects to and turns on STING dimers on the endoplasmic reticulum.
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These dimers then join with coatomer protein complex Il (COPII) vesicles and move through the ER-
Golgi intermediate compartment (ERGIC) to the Golgi apparatus. In the Golgi apparatus, STING recruits
TANK-binding kinase-1 (TBK1), facilitating TBK1 autophosphorylation and the recruitment of interferon
regulatory factor-3 (IRF3). The phosphorylation of IRF3 by TBK1 facilitates IRF3 dimerization and its
translocation to the nucleus, hence promoting the production of type 1 interferon, along with several
inflammatory mediators and chemokines. TBK1 activates the inhibitor of nuclear factor 3 kinase (IKK),
which phosphorylates IkBa, therefore alleviating the inhibition of nuclear factor kappa B (NF-kB), con-
sisting of p65 and p50 subunits. NF-kB translocates to the nucleus, where aggregated mHTT promotes
NF-kB, resulting in the induction of inflammatory cytokines production. In addition to this, cytoplasmic
mHTT stimulates astrocytes and microglia, leading to the release of cytokines and the formation of free
radicals, including reactive oxygen species (ROS). Collectively these factors contribute in neuroinflam-
mation which leads to striatal cell death.
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