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Data
Policy information about availability of data

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 description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy

Research involving human participants, their data, or biological material
Policy information about studies with human participants or human data. See also policy information about sex, gender (identity/presentation),
and sexual orientation and race, ethnicity and racism.

Reporting on sex and gender

Reporting on race, ethnicity, or
other socially relevant groupings

Population characteristics

Recruitment

Ethics oversight

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

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

The 3D cryo-electron microscopy density map and the coordinates of atomic models has been deposited in the Electron Microscopy Data Bank (EMDB) and the
Protein Data Bank (PDB) with the following accession codes: EMDB-36754 [https://www.ebi.ac.uk/pdbe/entry/emdb/EMD-36754] and PDB 8JZX [http://
doi.org/10.2210/pdb8jzx/pdb] for SLC15A4/C5 complex. The coordinates for previously published SLC15A1 used in Figure S10d were obtained from the PDB
database accession code 7PMW [https://doi.org/10.2210/pdb7pmw/pdb]. All other data are available in the manuscript or in the supplementary materials.
Noncommercial reagents described in this manuscript are available from MR, LH or GSF under a material transfer agreement. Source data of relevant information
are provided as source data files.

N/A as samples from anonymous donors were used.

N/A as samples from anonymous donors were used.

Anonymous Healthy Donors and SLE patients.

Healthy donors and SLE patients were recruited at the Department of Internal Medicine 3, Division of Rheumatology at the
Medical University of Vienna.

Ethics Committee of the Medical University of Vienna (EK2071/2020 and EK1075/2021).

No statistical method was used to predetermine sample size.

No data were excluded from the study.

Reported experiments were repeated at least 2 times with comparable results.

The experiments were not randomized.

The Investigators were not blinded to allocation during experiments and outcome assessment.
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Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Plants

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Antibodies used in western blot:

Rabbit anti-TASL (Sigma, Cat.#: HPA001185, Lot: 000030856, Dilution 1:1000), rabbit anti-IRF5 (Abcam, Cat.#: ab181553, Clone:
EPR17067, Lot: GR3248905-4, Dilution 1:1000), mouse anti-LAMP1 (Santa Cruz, Cat.#: sc-20011, Clone: H4A3, Lot: H0321, Dilution
1:1000), mouse anti-GAPDH (Santa Cruz, Cat.#: sc-365062, Clone: G-9, Lot: G0121 and I2321, Dilution 1:1000), mouse anti-I#B" (Cell
Signaling, Cat.#: 4814, Clone: L35A5, Lot: 17, Dilution 1:1000), rabbit anti-phospho-I#B" Ser32 (Cell Signaling, Cat.#: 2859, Clone:
14D4, Lot: 18, Dilution 1:1000), rabbit anti-SAPK/JNK (Cell Signaling, Cat.#: 9252, Lot: 17, Dilution 1:1000), rabbit anti-phospho-SAPK/
JNK Thr183/Tyr185 (Cell Signaling, Cat.#: 4668, Lot: 15, Clone: 81E11, Dilution 1:1000), rabbit anti-STAT1 (Cell Signaling, Cat.#: 14994,
Clone: D1K9Y, Lot: 5, Dilution 1:1000), rabbit anti-phospho-STAT1 Tyr701 (Cell Signaling, Cat.#: 7649, Clone: D4A7, Lot: 5, Dilution
1:1000), rabbit anti-NF-#B p65 (Cell Signaling, Cat.#: 8242, Clone: D14E12, Lot: 16, Dilution 1:1000), rabbit anti-phospho-NF-#B p65
Ser536 (Cell Signaling, Cat.#: 3033, Clone: 93H1, Lot: 17, Dilution 1:1000), rabbit anti-HA (Cell Signaling, Cat.#: 3724, Clone: C29F4, ,
Lot: 10, Dilution 1:1000), rabbit anti-GFP (Cell Signaling, Cat.#: 2956, Clone: D5.1, Lot: 6, Dilution 1:1000). Custom rabbit anti-
SLC15A4 antibodies were generated by Genscript (raised against the N-terminus of SLC15A4, Dilution 1:1000, Ref. #23). Custom
rabbit anti-TASL antibodies (TASL HM) were produced by Eurogentec (recognizing the C-terminus of TASL, Dilution 1:1000, Ref. #30).

Antibodies used in immunofluorescence:

Rabbit anti-IRF5-Alexa647 (Cell Signaling, Cat.#: 74818, Clone: E7F9W, Lot: 1, Dilution 1:200), rabbit anti-NF-#B p65-Alexa488 (Cell
Signaling, Cat.#: 49445, Clone: D14E12, Lot: 3, Dilution 1:200), mouse anti-CD19-PE (BioLegend, Cat.#: 302254, Clone: HIB19, Lot:
B325450, Dilution 1:200), mouse anti-V5 (Invitrogen, Cat.#: R960-25, Clone: SV5-Pk1, Lot: 2378586, Dilution 1:1000), goat anti-
mouse Alexa-568 (Invitrogen, Cat.#: A11004, Lot: 2090670, Dilution 1:500).

Antibodies used in flow cytometry:

Rabbit anti-V5 (Cell Signaling, Cat.#: 13202, Clone: D3H8Q, Lot: 6, Dilution 1:1000), goat anti-rabbit IgG (H+L), F(ab’) 2 fragment-
Alexa647 (Cell Signaling, Cat.#: 4414, Dilution 1:1000).

Specificity of custom rabbit anti-SLC15A4 (Genscript) and anti-TASL (TASL HM, Eurogentec) have been validated previously (Heinz et
al., Ref. #23; Zhang et al., Ref. #30). All other antibodies were bought from commercial vendors and validation for indicated species
and applications can be found on the manufacturers website or the provided scientific citations on the same website:

rabbit anti-TASL (Sigma, Cat.#: HPA00118): https://www.sigmaaldrich.com/AT/de/product/sigma/hpa001185

rabbit anti-IRF5 (Abcam, Cat.#: ab181553): https://www.abcam.com/products/primary-antibodies/irf5-antibody-epr17067-
ab181553.html

mouse anti-LAMP1 (Santa Cruz, Cat.#: sc-20011): https://www.scbt.com/p/lamp-1-antibody-h4a3

mouse anti-GAPDH (Santa Cruz, Cat.#: sc-365062): https://www.scbt.com/p/gapdh-antibody-g-9

mouse anti-I#B" (Cell Signaling, Cat.#: 4814): https://www.cellsignal.com/products/primary-antibodies/ikba-l35a5-mouse-mab-
amino-terminal-antigen/4814

rabbit anti-phospho-I#B" Ser32 (Cell Signaling, Cat.#: 2859): https://www.cellsignal.com/products/primary-antibodies/phospho-ikba-
ser32-14d4-rabbit-mab/2859

rabbit anti-SAPK/JNK (Cell Signaling, Cat.#: 9252): https://www.cellsignal.com/products/primary-antibodies/sapk-jnk-antibody/9252

rabbit anti-phospho-SAPK/JNK Thr183/Tyr185 (Cell Signaling, Cat.#: 4668): https://www.cellsignal.com/products/primary-antibodies/
phospho-sapk-jnk-thr183-tyr185-81e11-rabbit-mab/4668

rabbit anti-STAT1 (Cell Signaling, Cat.#: 14994): https://www.cellsignal.com/products/primary-antibodies/stat1-d1k9y-rabbit-
mab/14994

rabbit anti-phospho-STAT1 Tyr701 (Cell Signaling, Cat.#: 7649): https://www.cellsignal.com/products/primary-antibodies/phospho-
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Eukaryotic cell lines
Policy information about cell lines and Sex and Gender in Research

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

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

Instrument

stat1-tyr701-d4a7-rabbit-mab/7649

rabbit anti-NF-#B p65 (Cell Signaling, Cat.#: 8242): https://www.cellsignal.com/products/primary-antibodies/nf-kb-p65-d14e12-xp-
rabbit-mab/8242

rabbit anti-phospho-NF-#B p65 Ser536 (Cell Signaling, Cat.#: 3033): https://www.cellsignal.com/products/primary-antibodies/
phospho-nf-kb-p65-ser536-93h1-rabbit-mab/3033

rabbit anti-HA (Cell Signaling, Cat.#: 3724): https://www.cellsignal.com/products/primary-antibodies/ha-tag-c29f4-rabbit-mab/3724

rabbit anti-GFP (Cell Signaling, Cat.#: 2956): https://www.cellsignal.com/products/primary-antibodies/gfp-d5-1-rabbit-mab/2956

anti-IRF5-Alexa647 (Cell Signaling, Cat.#: 74818): https://www.cellsignal.com/products/antibody-conjugates/irf-5-e7f9w-rabbit-mab-
alexa-fluor-647-conjugate/74818

rabbit anti-NF-#B p65-Alexa488 (Cell Signaling, Cat.#: 49445): https://www.cellsignal.com/products/antibody-conjugates/nf-kb-p65-
d14e12-xp-rabbit-mab-alexa-fluor-488-conjugate/49445

mouse anti-CD19-PE (BioLegend, Cat.#: 302254): https://www.biolegend.com/de-at/products/pe-anti-human-cd19-antibody-719?
GroupID=BLG10095

mouse anti-V5 (Invitrogen, Cat.#: R960-25): https://www.thermofisher.com/antibody/product/V5-Tag-Antibody-clone-SV5-Pk1-
Monoclonal/R960-25

goat anti-mouse Alexa-568 (Invitrogen, Cat.#: A11004): https://www.thermofisher.com/antibody/product/Goat-anti-Mouse-IgG-H-L-
Cross-Adsorbed-Secondary-Antibody-Polyclonal/A-11004

rabbit anti-V5 (Cell Signaling, Cat.#: 13202): https://www.cellsignal.com/products/primary-antibodies/v5-tag-d3h8q-rabbit-
mab/13202

goat anti-rabbit IgG (H+L), F(ab’) 2 fragment-Alexa647 (Cell Signaling, Cat.#: 4414): https://www.cellsignal.com/products/secondary-
antibodies/anti-rabbit-igg-h-l-f-ab-2-fragment-alexa-fluor-647-conjugate/4414

HEK293T cells (Cat. #: CRL-3216) and THP1 cells (Cat. #: TIB-202) were purchased from ATCC, THP1 DUAL reporter cell lines
Cat. #: dhpd-nfis) from Invivogen. CAL-1 cells were kindly provided by Prof. Takahiro Maeda.

HEK293T and THP1 cells were authenticated by STR profiling. CAL-1 (obtained directly from Prof. Maeda) and THP1 DUAL
cells (obtained from Invivogen) were not authenticated.

Cell lines used were tested negatively for mycoplasma contamination.

None of commonly misidentified cell lines were used in this study.

Hek293T cells transfected with TASL-V5 plasmid were fixed and permeabilized with IC fixation and permeabilization buffer
(Invitrogen) before staining for V5-tag and detected with deep red Alexa Fluor 647 secondary antibody to allow for selection
in the presence of an mCherry reporter. Cells were measured either immediately after staining or in the case of live cells
immediately after harvesting and washing with PBS

BD Biosciences FACSCalibur; BD LSR Fortessa II




