Source data for figures in “SFTSV NSs protein is a novel tick antiviral RNAi response suppressor.” by Fares et al, 2025.

	Tab
	Figure
	Description of data presented
Unit of measure

	1
	1A
	[bookmark: OLE_LINK19]Supernatant titre for WT virus growth curve
Virus titre (FFU/ml)

	2
	1B
	Supernatant titre for delNSs virus growth curve
Virus titre (FFU/ml)

	3
	1C
	[bookmark: OLE_LINK29][bookmark: OLE_LINK20]Western blot images (No associated raw data)

	4
	1D
	Immunofluorescence images (No associated raw data)

	5
	1E
	[bookmark: OLE_LINK21]% delNSs SFTSV-positive cells in the monolayer
% positive for N protein/count of nuclei

	6
	1F
	No. of nuclei in delNSs SFTSV-infected monolayer
Count of number of nuclei

	7
	1G
	% wt SFTSV-positive cells in the monolayer
% positive for N protein/count of nuclei

	8
	1H
	No. of nuclei in wt SFTSV-infected monolayer
Count of number of nuclei

	9
	1I
	[bookmark: OLE_LINK22]WT SFTSV infection of BME/CTVM6 cells at 3 and 6 dpi; for NSs, N, GPC and RdRp mapping peptides
Distribution of peptide intensities [Log2]

	10
	IJ
	WT SFTSV infection of BME/CTVM6 cells at 3 and 6 dpi; for NSs, N, GPC and RdRp mapping peptides
Mean peptide intensities [Log2]

	11
	1K
	[bookmark: OLE_LINK23]Schematic for Northern blotting probes (No associated data)

	12
	1L
	Northern Blots of wt SFTSV infected BME/CTVM6 or BME/CTVM23 cells (No associated data)

	13
	2A
	Number of mapped SFTSV reads in untreated vs beta-eliminated samples for each genome segment
[Log10] SFTSV reads

	14
	2B
	[bookmark: OLE_LINK24]siRNA read length distribution – 3 dpi; untreated vs beta eliminated
% of all reads

	15
	2C
	[bookmark: OLE_LINK25]siRNA read length distribution – 6 dpi; untreated vs beta eliminated
% of all reads

	16
	2D
	Strand specific siRNA read length distribution mapped to SFTSV genome – 3 dpi; untreated vs beta eliminated
% of all reads

	17
	2E
	Strand specific siRNA read length distribution mapped to SFTSV genome – 6 dpi; untreated vs beta eliminated
% of all reads

	18
	2F
	[bookmark: OLE_LINK26]siRNA reads mapped to the SFTSV genome; Untreated vs beta-eliminated at 3 and 6 dpi – S RNA segment 
Reads per million

	19
	2G
	siRNA reads mapped to the SFTSV genome; Untreated vs beta-eliminated at 3 and 6 dpi – M RNA segment 
Reads per million

	20
	2H
	siRNA reads mapped to the SFTSV genome; Untreated vs beta-eliminated at 3 and 6 dpi – L RNA segment 
Reads per million

	21
	3A
	[bookmark: OLE_LINK27]Distribution of overlapping 22 nt vsiRNA pairs by nucleotide overlap length across S, M & L segments at 3 dpi
Overlapping pairs (per million)

	22
	3B
	[bookmark: OLE_LINK28]Heat maps showing overlap probability z-scores for vsiRNAs of different lengths (x-axis) and overlap positions (y-axis) at 3 dpi
Overlap (nt)

	23
	3C
	Distribution of overlapping 22 nt vsiRNA pairs by nucleotide overlap length across S, M & L segments at 6 dpi
Overlapping pairs (per million)

	24
	3D
	Heat maps showing overlap probability z-scores for vsiRNAs of different lengths (x-axis) and overlap positions (y-axis) at 6 dpi
Overlap (nt)

	25
	4A
	[bookmark: OLE_LINK31]Immunofluorescence images (No associated raw data)

	26
	4B
	Immunofluorescence images (No associated raw data)

	27
	4C
	Immunofluorescence images (No associated raw data)

	28
	4D
	Quantification of immunofluorescent images. Counts of three independent images were undertaken.
% SFTSV positive cells
No. of nuclei

	29
	4E
	Western blot images (No associated raw data)

	30
	4F
	[bookmark: OLE_LINK39]Growth curve of wt, delNSs-eGFP or delNSs-p19V5 in BME/CTVM6
Virus titre (FFU/ml)

	31
	5A
	Predicted three-dimensional structure of SFTSV NSs protein – by pLDDT (No associated raw data)

	32
	5B
	Predicted three-dimensional structure of SFTSV NSs protein – by electrostatic potential (No associated raw data)

	33
	5C
	RNA-binding site prediction using RBDetect analysis. Plot shows probability of RNA binding (y-axis) versus amino acid position (x-axis).
Probability of RNA binding

	34
	5D
	Predicted three-dimensional structure of SFTSV NSs protein (No associated raw data)

	35
	6A
	[bookmark: OLE_LINK40][bookmark: OLE_LINK37]Western blot images (No associated raw data)

	36
	6B
	[bookmark: OLE_LINK33]siRNA read length distribution – 2 dpi; delNSs-p19V5 vs wt-NSsV5 i.p.
% of all library

	37
	6C
	[bookmark: OLE_LINK34]Small RNA reads from (6B) mapped to SFTSV antigenomic (positive values) and genomic (negative values) strand RNAs from p19V5 i.p. vs wt-NSsV5 i.p. at 2 dpi
% of reads

	38
	6D
	Distribution of small RNA reads (18-30 nt) mapping to SFTSV genome segments from p19V5 i.p. vs wt-NSsV5 i.p. at 2 dpi
Log10 SFTSV reads

	39
	6E
	[bookmark: OLE_LINK35][bookmark: OLE_LINK38]18 to 25 nt siRNA reads mapped to the SFTSV genome S,M & L RNA segments from p19V5 i.p. at 2 dpi
Reads per million

	40
	6F
	22 nt siRNA reads mapped to the SFTSV genome S,M & L RNA segments from wt-NSsV5 i.p. at 2 dpi
Reads per million

	41
	6G
	Histogram showing the percentage of 22-nt small RNA reads with 20-nt complementary overlap mapping to SFTSV genome or R. microplus genome (GCA_002176555.1) in whole cell lysate (WCL) and NSsV5 i.p. samples at 2 dpi.
% of small RNA reads in duplexes

	42
	6H
	[bookmark: OLE_LINK36]AlphaFold3-predicted structure of SFTSV non-structural protein NSs, shown as ribbon and surface representation (grey) bound to single-stranded viral small interfering RNA derived from the viral S segment.

	43
	6I
	AlphaFold3-predicted structure of SFTSV non-structural protein NSs, shown as ribbon and surface representation (grey) bound to single-stranded viral small interfering RNA derived from the viral M segment.

	44
	6J
	AlphaFold3-predicted structure of SFTSV non-structural protein NSs, shown as ribbon and surface representation (grey) bound to single-stranded viral small interfering RNA derived from the viral L segment.

	45
	7A
	AlphaFold-based interface confidence (iPTM scores) to assess how confidently a stable protein RNA interface is predicted.
Mean iPTM scores across 5 Alphafold models, error bars represent SD.

	46
	7B
	PDB ePISA-derived interface energetics (ΔiG) and interface area to estimate physical favourability and extent of the binding interface.
ΔiG values plotted against Interface area (Å2)

	47
	S1A
	[bookmark: OLE_LINK43]Virus yield of wt SFTSV in tick cells – 10 dpi
[bookmark: OLE_LINK41]Virus titre (FFU/ml)

	48
	S1B
	[bookmark: OLE_LINK44]Western blot images (No associated raw data)

	49
	S1C
	Tick cell lines derived from Rhipicephalus microplus or Ixodes spp. were infected with wt SFTSV (MOI: 0.1) for up to 10 dpi.
Virus titre (FFU/ml)

	50
	S1D
	Wt SFTSV passaging data in a range of tick cells for upto 10 dpi
Virus titre (FFU/ml)

	51
	S2A
	siRNA read length distribution – 3 dpi; untreated vs beta eliminated BME/CTMV6 cells
% of all reads

	52
	S2B
	siRNA read length distribution – 3 dpi; untreated vs beta eliminated AF525 cells
% of all reads

	53
	S3A
	Strand specific siRNA read length distribution mapped to SFV genome – untreated
% of all reads

	54
	S3B
	Strand specific siRNA read length distribution mapped to SFV genome – beta-eliminated
% of all reads

	55
	S3C
	[bookmark: OLE_LINK42]21 nt siRNA reads mapped to the SFV genome; Untreated 
Reads per million

	56
	S3D
	21 nt siRNA reads mapped to the SFV genome; Beta-eliminated
Reads per million

	57
	S4A
	Distribution of overlapping 21 nt vsiRNA pairs by nucleotide overlap length across SFV genome
Overlapping pairs (per million)

	58
	S4B
	Heat maps showing overlap probability z-scores for vsiRNAs of different lengths (x-axis) and overlap positions (y-axis) for SFV infected AF525 cells
Overlap (nt)

	59
	S5A
	Western blot images (No associated raw data)

	60
	S5B
	Virus growth curve of wt, delNSsp19V5 and delNSs-eGFP SFTSV in Vero E6 cells – to 96 hpi
Virus titre (FFU/ml)

	61
	S6A
	[bookmark: OLE_LINK49]Multiple sequence alignment heatmap for SFTSV NSs protein (NCBI Protein: AJD86041) and homologs (No associated raw data)

	62
	S6B
	Per-residue confidence (pLDDT) scores across AlphaFold model ranks. Blue shading highlights highest confidence region
pLDDT Score

	63
	S6C
	Inter-domain positioning confidence (pTM) scores across model ranks. Yellow shading indicates optimal predictions.
Average pTM Score

	64
	S6D
	Predicted Aligned Error (PAE) matrices for top 10 ranked models (No associated raw data)

	65
	S6E
	Rank 1 structure coloured by pLLDT confidence (No associated raw data)

	66
	S6F
	[bookmark: OLE_LINK46]Rank 1 structure with rainbow colouring from N-terminus (No associated raw data)

	67
	S7A
	siRNA read length distribution – 2 dpi; delNSs-p19V5 i.p.; Replicates 1-3
% of all library

	68
	S7B
	siRNA read length distribution – 2 dpi; wt-NSsV5 i.p.; Replicates 1-3
% of all library

	69
	S7C
	Small RNA reads mapped to SFTSV antigenomic (positive values) and genomic (negative values) strand RNAs from p19V5 i.p. at 2 dpi; Replicates 1-3
% of reads

	70
	S7D
	Small RNA reads mapped to SFTSV antigenomic (positive values) and genomic (negative values) strand RNAs from wt-NSsV5 i.p. at 2 dpi; Replicates 1-3
% of reads

	71
	S8rep1
	Distribution of overlapping 18-25 nt vsiRNAs by nucleotide overlap length across S, M & L segments at 2 dpi – Replicate 1 p19V5 i.p.
Overlapping pairs (per million)

	72
	S8rep2
	Distribution of overlapping 18-25 nt vsiRNA pairs by nucleotide overlap length across S, M & L segments at 2 dpi – Replicate 2 p19V5 i.p.
Overlapping pairs (per million)

	73
	S8rep3
	Distribution of overlapping 18-25 nt vsiRNA pairs by nucleotide overlap length across S, M & L segments at 2 dpi – Replicate 3 p19V5 i.p.
Overlapping pairs (per million)

	74
	S9rep1
	Distribution of overlapping 22 nt vsiRNAs by nucleotide overlap length across S, M & L segments at 2 dpi – Replicate 1 wt-NSsV5 i.p. 
Overlapping pairs (per million)

	75
	S9rep2
	Distribution of overlapping 22 nt vsiRNA pairs by nucleotide overlap length across S, M & L segments at 2 dpi – Replicate 2 wt-NSsV5 i.p. 
Overlapping pairs (per million)

	76
	S9rep3
	Distribution of overlapping 22 nt vsiRNA pairs by nucleotide overlap length across S, M & L segments at 2 dpi – Replicate 3 wt-NSsV5 i.p.
Overlapping pairs (per million)

	77
	S10
	Putative hairpin structure withing SFTSV S RNA (No associated raw data)

	78
	S11A
	Histogram showing the percentage of 21-nt small RNA reads with 19-nt complementary overlap mapping to SFTSV genome or R. microplus genome (GCA_002176555.1) in whole cell lysate (WCL) and NSsV5 i.p. samples at 2 dpi.
% of small RNA reads in duplexes

	79
	S11B
	Histogram showing the percentage of 23-nt small RNA reads with 21-nt complementary overlap mapping to SFTSV genome or R. microplus genome (GCA_002176555.1) in whole cell lysate (WCL) and NSsV5 i.p. samples at 2 dpi.
% of small RNA reads in duplexes

	80
	S11C
	Histogram showing the percentage of 24-nt small RNA reads with 22-nt complementary overlap mapping to SFTSV genome or R. microplus genome (GCA_002176555.1) in whole cell lysate (WCL) and NSsV5 i.p. samples at 2 dpi.
% of small RNA reads in duplexes

	81
	S11SD
	Histogram showing the percentage of 28-nt small RNA reads with 10-nt complementary overlap mapping to SFTSV genome or R. microplus genome (GCA_002176555.1) in whole cell lysate (WCL) and NSsV5 i.p. samples at 2 dpi.
% of small RNA reads in duplexes

	82
	[bookmark: OLE_LINK45]S12A
	[bookmark: OLE_LINK47]Predicted AlphaFold structure of wt SFTSV NSs overlaid with NSs Mutant A (No associated raw data)

	82
	S12B
	Predicted AlphaFold structure of wt SFTSV NSs overlaid with NSs Mutant B (No associated raw data)

	84
	S12C
	Predicted AlphaFold structure of wt SFTSV NSs overlaid with NSs Mutant C (No associated raw data)

	85
	S12D
	Predicted AlphaFold structure of wt SFTSV NSs overlaid with NSs Mutant D (No associated raw data)



