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No statistical methods were used to predetermine sample size for experimentation. Given the minimal variation in clonal cell lines and
(littermate) lab mice, proteomics experiments included 3 (GST pull downs) or 4 (Virotrap) replicates/condition and animal experiments
contained at least 5 animals/group. For all other experiments a minimum of three technical replicates were used per sample.

No data points were excluded.

Experiments were repeated at least three times to be sure that the data shown in the paper is reproducible. Either the result of multiple
experiments was used to calculate average values, or representative experiments are shown, as indicated.

Cells and animals were randomly allocated to experimental groups, except when different genotypes (i.e. knockouts) were used, as indicated.

Imaging data were quantified using Volocity, Fiji and ImageJ software, hence manual counting of samples by a blinded operator was avoided.

The following primary antibodies were used for immunoblotting: mouse monoclonal anti-ISG15 (1:1,000; F-9, sc-166755, Santa Cruz
Biotechnology), rabbit monoclonal anti-ISG15 (1:1,000; Abcam [EPR3446] ab133346;), mouse monoclonal anti-ubiquitin (1:1,000;
P4D1, #sc-8017, Santa Cruz Biotechnology), mouse monoclonal anti-!-tubulin (1:1,000; B-7, #sc-5286, Santa Cruz Biotechnology),
mouse monoclonal anti-GST (1:1,000; B-14, #sc-138, Santa Cruz Biotechnology), rabbit polyclonal anti-GAPDH (1:1,000; FL-335,
#sc-25778, Santa Cruz Biotechnology), rabbit polyclonal anti-HA-tag (1:1,000; #H6908, Merck), rabbit polyclonal anti-RNF213
(1:1,000; #HPA003347, Merck), mouse monoclonal anti-RNF213 (1:1,000; clone 5C12; Santa Cruz Biotechnology), mouse monoclonal
anti-FLAG-tag (1:5,000; M2, #F3165, Merck), rabbit polyclonal anti-LC3B (1:1,000; #PA146286, Thermo Fisher Scientific), rabbit
polyclonal anti-tubulin-! (1:1,000; #ab18251, Abcam), anti-p24 GAG (1:1,000; #ab9071, Abcam), rabbit polyclonal anti-PLIN1
(1:1,000; #ab3526, Abcam), rabbit anti-PLIN2 (1:1,000; #ab108323, Abcam), rabbit polyclonal anti-Rab18 (1:1,000; #ab119900,
Abcam), rabbit polyclonal anti-AUP1 (1:1000; #ab224242, Abcam), rabbit polyclonal anti-BiP (1:1,000; Abcam ab21685), rabbit
polyclonal anti-Calnexin (1:1,000; #ab10286, Abcam), rabbit polyclonal anti-ATGL (1:1,000; Cell Signaling Technology #2138), goat
polyclonal antibody anti-Ribophorin I (1:1,000; #sc-12164, Santa Cruz Biotechnology), mouse monoclonal anti-STAT1 (1:1,000; C-136,
#sc-464, Santa Cruz Biotechnology), rabbit monoclonal anti-IFIT1 (1:1,000; #14769, Cell Signaling Technology), rabbit monoclonal
phospho-STAT1 (Tyr701) (1:1,000; 58D6, #9167, Cell Signaling Technology), rabbit polyclonal anti-MxA (1:5,000; #H00004599-D01P,
Novus Biologicals), rabbit polyclonal anti-MXB (1:1,000; #HPA030235, human protein atlas) and rabbit polyclonal anti-OAS3 (1:1,000;
#41440, Cell Signaling Technology). Listeria EF-Tu was immunoblotted with rabbit polyclonal antisera raised against !-EF-Tu 99.
Herpes Simplex virus-1 VP5 was immunoblotted with rabbit polyclonal anti-NC-1 antiserum specific for HSV-1 VP5 100. Respiratory
syncytial virus RSV-G was immunoblotted with commercially available goat polyclonal anti-RSV serum (1:1,1000; #AB1128, Merck).
Coxsackievirus VP1 was immunoblotted with commercially available mouse monoclonal anti-VP1 (1:1,000; 3A8, Mediagnost).
Aforementioned primary antibodies were revealed using goat polyclonal anti-mouse-IgG (1:5,000; IRDye® 800CW, Li-COR), goat
polyclonal anti-rabbit-IgG (1:5,000; IRDye® 800CW, Li-COR), goat polyclonal anti-mouse-IgG (1:5,000; IRDye® 680RD, Li-COR) or goat
polyclonal anti-rabbit-IgG (1:5,000; IRDye® 680RD, Li-COR), except for anti-RSV serum which was revealed with secondary anti-goat




