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Introduction
Reactome is open-source, open access, manually curated and peer-reviewed pathway database. Pathway
annotations are authored by expert biologists, in collaboration with Reactome editorial staff and crossreferenced to many bioinformatics databases. A system of evidence tracking ensures that all assertions
are backed up by the primary literature. Reactome is used by clinicians, geneticists, genomics researchers, and molecular biologists to interpret the results of high-throughput experimental studies, by bioinformaticians seeking to develop novel algorithms for mining knowledge from genomic studies, and by
systems biologists building predictive models of normal and disease variant pathways.
The development of Reactome is supported by grants from the US National Institutes of Health (P41
HG003751), University of Toronto (CFREF Medicine by Design), European Union (EU STRP, EMI-CD), and
the European Molecular Biology Laboratory (EBI Industry program).
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SARM binds viral dsRNA:TLR3:TICAM1 ↗
Stable identifier: R-HSA-9014320
Type: binding
Compartments: endosome membrane, cytosol

SARM (sterile alpha-and armadillo-motif-containing protein) is a TIR-domain-containing adaptor, which
functions as a negative regulator of TRIF (TICAM1)-dependent Toll-like receptor signaling in humans. A
pairwise yeast two-hybrid assay demonstrated that SARM is capable of binding directly to TICAM1 (Carty
M et al. 2006). GST pulldown studies suggest that protein-protein interactions occur between the TIR domains of SARM and TICAM1 (Carlsson E et al. 2016). The complex of TICAM1:SARM is thought to inhibit
downstream TRIF signaling by preventing the recruitment of TRIF effector proteins (Carty M et al. 2006).
SARM expression was shown to inhibit poly(I:C)-induced TICAM1-dependent NFkappaB activaion,
RANTES production and IRF activation in human embryonic kidney HEK293 cells (Carty M et al. 2006).
Moreover, suppression of endogenous SARM expression by siRNA led to enhanced TLR3- and TLR4-dependent gene induction in both transformed HEK293 and primary PBMC cells (Carty M et al. 2006), Thus,
SARM associates with TICAM1 via its TIR and sterile-alpha motif (SAM) domains to block the induction of
proinflammatory genes downstream TLR3.
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