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All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- A list of figures that have associated raw data
- A description of any restrictions on data availability
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Antibodies
Antibodies used

Please see the Source Data file for raw data for each figure. RNA-sequencing data are available in BioProject, https://www.ncbi.nlm.nih.gov/bioproject, accession
number PRJNA645252. A key resources table is provided in Supplemental Table 8. Any other data are available on request from the authors.

No sample size calculation was undertaken

No data were excluded from the analysis

We presented multiple replicates for all experiments. We provided confirmation by additional techniques for key findings

Samples were collected randomly from individuals in known, specified diagnostic groups. There was no randomisation of individuals to
treatment as this was not appropriate for the experimental design. Detailed analysis of various clinical subgroups has been shown in Figure 1.

Lab analysis was undertaken blind to diagnostic group

Anti-human CD3 clone BW264/56, VioBlue Miltenyi Biotec Cat# 130-094-363

Anti-human CD3 clone BW264/56, VioGreen Miltenyi Biotec Cat# 130-096-910

Anti-human CD4 clone M-T466, APC-Vio770 Miltenyi Biotec Cat# 130-100-457

Anti-human CD19 clone LT19, VioBlue Miltenyi Biotec Cat# 130-098-598

Anti-human CD14 clone TÜK4, VioBlue Miltenyi Biotec Cat# 130-094-364

Anti-human CD56 clone B159, BV450 BD Biosciences Cat# 560360

Anti-human CD11c clone MJ4-27G12, VioBlue Miltenyi Biotec Cat# 130-097-328

Anti-human HLA-DR clone AC122, APC-Vio770 Miltenyi Biotec Cat# 130-104-200

Anti-human CD123 clone AC145, PerCP-Vio700 Miltenyi Biotec Cat# 130-103-802

Anti-human CD303 (BDCA-2) clone AC144, FITC Miltenyi Biotec Cat# 130-090-510

Anti-human CD304 (BDCA-4) clone AD5-17F6, VioBright FITC Miltenyi Biotec Cat# 130-104-272
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Validation

Human research participants
Policy information about studies involving human research participants

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Clinical data
Policy information about clinical studies

All manuscripts should comply with the ICMJEguidelines for publication of clinical research and a completedCONSORT checklist must be included with all submissions.

Clinical trial registration

Study protocol

Data collection

Outcomes

Flow Cytometry

Plots

Confirm that:

The axis labels state the marker and fluorochrome used (e.g. CD4-FITC).

The axis scales are clearly visible. Include numbers along axes only for bottom left plot of group (a 'group' is an analysis of identical markers).

All plots are contour plots with outliers or pseudocolor plots.

A numerical value for number of cells or percentage (with statistics) is provided.

Methodology

Sample preparation

Anti-human CD85g clone REA100, PE-Vio770 Miltenyi Biotec Cat# 130-099-009

Anti-human CD85j clone GHI/75, PE-Vio770 Miltenyi Biotec Cat# 130-101-552

Anti-human CD69 clone FN50, FITC Miltenyi Biotec Cat# 130-092-166

Anti-human CD25 clone 4E3, PE Miltenyi Biotec Cat# 130-091-024

Anti-human CD317 clone RS38E, PE BioLegend Cat# 348406

Anti-human IFN-! clone LT27:295, APC Miltenyi Biotec Cat# 130-092-602

Anti-human TNF-! cA2, PE-Vio770 Miltenyi Biotec Cat# 130-096-755

Anti-human IL-6 clone MQ2-13A5, PE Miltenyi Biotec Cat# 130-096-086

Anti-human IFN-" clone 45-15, APC Miltenyi Biotec Cat# 130-091-640

Anti-human IL-10 clone JES3-9D7, PE Miltenyi Biotec Cat# 130-096-043

Anti-human TNF-! clone Mab11, APC/Cy7 BioLegend Cat# 502944

Anti-human IFN-" clone 4S.B3, PE/Cy7 BioLegend Cat# 502528

Anti-human IL-17A clone BL168, APC BioLegend Cat# 512334

Anti-human TLR9 clone eB72-1665, APC BD Biosciences Cat# 560428

Anti-human TLR7 clone 533707, PE R&D Cat# IC5875P

Anti-human FoxP3 clone 3G3, APC Miltenyi Biotec Cat# 130-093-013

Human TNF alpha antibody clone 1825 R&D Systems Cat# MAB210-SP

See supplementary information

Peripheral blood and skin biopsies were obtained from healthy individuals and patients from different disease groups (SLE,
pSS, At-Risk). Patients were recruited based on 2012 SLICC classification criteria for SLE, 2016 ACR/EULAR classification
criteria for pSS, while At-Risk individuals were classified as ANA positive,1 SLE clinical criterion, symptom duration <12
months and treatment-naïve. Supplemental Table 1 summarizes the characteristics and treatment of SLE patients.

All participants attending the clinic during the study were invited to participate. Recruitment flow chart for the At Risk
individuals has previously been published (PMID: 29929956)

Leeds East – National Research Ethics Committee (REC 10/H1306/88)

This was not a clinical trial.

The study protocol is available from the corresponding author.

Participants attending Leeds Teaching Hospitals Connective Tissue Disease clinic with the relevant diagnoses between 2015 - 2018
were invited to participate. Recruitment flow chart for the At Risk individuals has previously been published (PMID: 29929956)

This was not a clinical trial and did not have primary and secondary clinical outcome measures.

Human PBMCs were separated from whole blood by a density gradient centrifugation method using Leucosep tubes (Greiner
Bio-One). pDCs were purified from freshly isolated PBMCs by negative selection using the Diamond Plasmacytoid Dendritic
Cell Isolation Kit II (Miltenyi Biotec). Naïve CD4+ T cells were purified by negative selection using the Naive CD4+ T Cell
Isolation Kit II (Miltenyi Biotec). Pre-enriched pDCs were sorted using an antibody to BDCA-4 (Miltenyi Biotec). Cell sorting
was carried out at the SCIF Flow Cytometry and Imaging Facility of the Wellcome Trust Brenner Building, University of Leeds,
with a BD Influx 6 Way Cell Sorter (BD Biosciences). Cells were cultured in RPMI medium 1640 with GlutaMAX supplement




