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[bookmark: _GoBack]Supplementary Table T1
Primers used for Quantitative RT-PCR 
	Gene 
	Forward Primer
	Reverse Primer

	β-actin
	TATAAAACCCGGCGGCGCAA
	TCGTCATCCATGGCGAACTGG

	Gapdh
	GGAGAGTGTTTCCTCGTCCCGT
	TGAAGGGGTCGTTGATGGCAA

	Ifih1
	GAGAAACAATGACCTCAAGAAACA
	AGGCATCAAGATTGGCACATA

	Ddx58
	TCAGACAGATCCGAGACACTAA
	CGCTCCATCATCCTCATCAG

	Irf7
	TCTCGGCTTGTGCTTGTCTA
	TTGGGAGTTGGGATTCTGAG

	Ifit1
	CCCTGTCTAGCAGGCAATTC
	GGACATTAGCAAAGGGTGGA

	Ifit3
	TTTCCCATCAGCACAGAAAC
	TTCAGCTGTGGAAGGATCG

	RNAse-L
	ATAAACATAGATGCCAGGGATAACG
	TACATAAGGGAGGAGAAGCTTTACA

	IFN-α (non- α4)
	ARSYTGTSTGATGCARCAGGT
	GGWACACAGTGATCCTGTGG

	IFN-β
	ATCAACCTCACCTACAGGGC
	ATCTCTTGGATGGCAAAGGCA

	Oasl1
	CCAACAATGTGGCAGAAGGC
	GTGCTCTCTTCACCCTCCAG

	Oas3
	AGACCCTAGCTGAGGACCTG
	CAGAAGACCCACCCTTGACC

		mt-Nd1



	CTAGCAGAAACAAACCGGGC
	CCGGCTGCGTATTCTACGTT

	mt-Nd6
	GATGGTTTGGGAGATTGGT
	CTCCTTCCAACATAACTCCA

	mt-Co2
	ATAATCCCAACAAACGACCT
	CTCGGTTATCAACTTCTAGCA

	mt-Rnr2
	CCGCAAGGGAAAGATGAAAGAC
	TCGTTTGGTTTCGGGGTTTC



Supplementary Table 2. 
The complete list of transcripts upregulated in the cell lines analyzed with adjusted p-value < 0.05.
Supplementary Table 3 
Enrichment of repetitive sequences in dsRNA from Trp53-/- MEFs and Adar1-/-; Trp53-/- MEFs over their relative abundance in the mouse genome. The total numbers of mapped repeats divided into categories based on the types of reads. "RepBase repeat consensus" was used for mapping reads representing various types of repetitive elements in rodents.

Figure S1. Characterization of the quality of total and dsRNA isolated from MEFs. A, Microfluidic electrophoresis showing the quality of total RNA and dsRNA isolated from wild-type, Trp53-/- and Adar1-/-; Trp53-/- MEFs. B, wild-type total vs dsRNA. C, Trp53-/- total vs dsRNA. D, Adar1-/-; Trp53-/- total vs dsRNA. 

Figure S2. Immunoblot showing the expression of MDA5 and RIG-I receptors after wild type or Trp53-/- MEFs were transfected with dsRNA.

Figure S3. A control of the efficiency of the V1 RNase digest. 1 μg of each RNA sample was mixed with 1 μl of RNase V1 (Ambion; 0.1 U/μl) and incubated at 37 °C for 30 min. Samples were mixed with 6xBB solution (GeneAll) and separated on 1% agarose gel in 1x TBE. Undigested RNA was run on the same gel for reference.

Figure S4. The quality of the fractionation of nuclear and cytoplasmic RNA. A, immunoblot of cytoplasmic and nuclear fraction probed with anti-fibrillarin and anti-α-tubulin antibodies. Ponceau staining also included. B, quality check of total, cytoplasmic and nuclear RNA. 1 μg of each RNA sample was mixed with 6xBB solution and separated on 1% agarose gel in 1x TBE.
Figure S5. DsRNA from Trp53-/- cells, after rRNA depletion is still able to induce innate immune response. Immunoblot showing the expression of MDA5 and RIGI receptors after Trp53-/- MEFs were transfected with dsRNA or rRNA-depleted dsRNA. 

Figure S6. Enrichment of repetitive sequences in dsRNA from MEFs over their relative abundance in the mouse genome. "RepBase repeat consensus" was used for mapping reads representing various types of repetitive elements in rodents. A, B, a summary of repeats reads mapped to the genome in dsRNA from wild-type, Trp53-/- and Adar1-/-; Trp53-/- MEFs. C, a scatter plot showing the fold change of all mapped repeats divided according to their type in Adar1-/-; Trp53-/- vs WT and in Trp53-/- vs WT. The x-axis represents the average number of mappings for each repeat type in 3 replicates.

Figure S7. Overlap between differentially expressed genes in WT MEF, p53-/- MEF and Adar1-/-; p53-/- MEF. All genes with an adjusted p-value < 0.05 were considered as differentially expressed.

Figure S8. A control of the efficiency of the RNase L knockdown. RT-qPCR analysis of RNase L mRNA in Trp53-/- MEFs with esiRNA RNase L knock down and control cells, with and without poly I:C stimulation. Results are normalized to mRNA expression control cells without poly I:C stimulation. Data are mean ± s.d. of three independent experiments. 

