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The datasets generated during and/or analysed during the current study areavailable in the ArrayExpress repository at the European Bioinformatics Institute,
accession number E-MTAB-9637.

Clinical Trial data is available through the Immune Tolerance Network TrialShare Platform (https://www.itntrialshare.org).

Cell and tissue-specific transcripts from the Human Gene Atlas (HGA) are accessible through GEO (accession number GSE1133) and the Immune Response In Silico
(IRIS) dataset is publicly-available through GEO (accession number GSE22886)

Sample size was determined as for the clinical study which served as the foundation for the current investigation and is described here:
Neurology. 2012 Apr 10; 78(15): 1171–1178.

Samples for gene expression profiling were only excluded if they failed technical QC as described in the methods and outlined in
Supplementary Material. Exclusion criteria were on the basis of established, pre-specificed QC metrics obtained using the ArrayQualityMetrics
package in R.

An independent, publicly-available validation cohort was used to validate the study's principal findings as described in the manuscript.
Validation was only attempted on this single cohort as no other appropriate cohort was available.

For flow cytometry experiments and functional assays the number of independent replicates is as indicated in the figures with all data shown.

Subject randomization was performed as for the clinical study which served as the foundation for the current investigation and is described
here: Neurology. 2012 Apr 10; 78(15): 1171–1178.

For in vitro experiments subjects were selected in a blinded, random fashion by the collection of leucocyte cones from blood donors attending
for donation.

Blinding to clinical treatment group was undertaken as for the clinical study which served as the foundation for the current investigation and is
described here: Neurology. 2012 Apr 10; 78(15): 1171–1178. Processing of the transcriptomic data was undertaken by investigators who were
blinded to the results of the clinical study until transcriptional networks were defined.

For in vitro studies, investigators undertaking analysis were blinded to the source of samples and the treatments given until gates and
expression values were determined.
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Antibodies
Antibodies used

Validation

A complex but validated panel of antibodies were used for KIR typing with full description of the clone ids and antibodies provided in
Supplementary Table 4.

anti-CD56 (Clone REA196), Miltenyi Biotech

anti-CD8a Fab (Clone BW135/80 Fab)

anti-CD3 REA (Clone REA641)

anti-HLA-G (Biolegend, clone 87G)

Granzyme B (Biolegend, clone GB11)

Perforin (eBioscience, eBioOMAK-D)

Live/Dead Blue reactive dye (Life Technologies)

KIR2D (Miltenyi, Clone NKVFS1)

KIR2DL1 (Clone 143211, Clone EB6B)

KIR2DL2 (Clones DX27, 180701, 5.133)

KIR2DL3 (Clone 180701)

KRI2DL4 (Clone mAb33)

KIR2DL5A/B (Clone UP-R1)

KIR2DS1 (Clone 413211, EB6B)

KIR2DS2 (Clone DX27, 180701, 5.133)

KIR2DS3 (JJC11.6,FES172)

KIR2DS4 (FES172)

KIR2DS5 (Clone 413211, 5.133)

KIR3DL1 (Clone DX9)

KIR3DL2 (Clone 5.133,Z27, 413211, FES172, DX27)

KIR3DS1 (Clone DX9, Z27)

Validation of the KIR typing antibody panel was undertaken independently and is described in full here: Czaja, K., et al. A
comprehensive analysis of the binding of anti-KIR antibodies to activating KIRs. Genes Immun 15, 33-37 (2014).

Validation of other antibodies is as described by the manufacturers at the locations specified below:

anti-CD56 (Clone REA196): https://www.miltenyibiotec.com/GB-en/products/cd56-antibody-anti-human-reafinity-rea196.html#gref

anti-CD8a Fab (Clone BW135/80 Fab): https://www.miltenyibiotec.com/GB-en/products/cd8-antibody-anti-human-
bw135-80.html#gref

anti-CD3 REA (Clone REA641): https://www.miltenyibiotec.com/GB-en/products/cd3-antibody-anti-mouse-reafinity-
rea641.html#gref

anti-HLA-G (Biolegend, clone 87G, https://www.biolegend.com/en-us/products/pe-anti-human-hla-g-antibody-5212)

Granzyme B (Biolegend, clone GB11, https://www.biolegend.com/en-us/products/fitc-anti-human-mouse-granzyme-b-
antibody-6066)

Perforin (eBioscience, eBioOMAK-D, https://www.thermofisher.com/antibody/product/Perforin-Antibody-clone-eBioOMAK-D-
Monoclonal/17-9392-80)

Live/Dead Blue reactive dye (Life Technologies, https://www.thermofisher.com/order/catalog/product/L23105?
gclid=EAIaIQobChMIs_i-28KO7AIViuntCh3DHgD0EAAYASAAEgKYTfD_BwE&s_kwcid=AL!3652!3!358504026899!p!!g!!live%20dead%
20blue&ef_id=EAIaIQobChMIs_i-28KO7AIViuntCh3DHgD0EAAYASAAEgKYTfD_BwE:G:s&s_kwcid=AL!3652!3!358504026899!p!!g!!live
%20dead%20blue&cid=bid_pca_frg_r01_co_cp1359_pjt0000_bid00000_0se_gaw_bt_pur_con#/L23105?
gclid=EAIaIQobChMIs_i-28KO7AIViuntCh3DHgD0EAAYASAAEgKYTfD_BwE&s_kwcid=AL!3652!3!358504026899!p!!g!!live%20dead%
20blue&ef_id=EAIaIQobChMIs_i-28KO7AIViuntCh3DHgD0EAAYASAAEgKYTfD_BwE:G:s&cid=bid_pca_frg_r01_co_cp1359_pjt0000_bi
d00000_0se_gaw_bt_pur_con)

KIR typing antibodies used:

KIR2D

Clone NKVFS1, https://www.miltenyibiotec.com/GB-en/products/kir2d-antibody-anti-human-nkvfs1.html#gref

KIR2DL1

Clone 143211, https://www.rndsystems.com/products/human-kir2dl1-kir2ds5-alexa-fluor-488-conjugated-
antibody-143211_fab1844g

Clone EB6B, https://www.beckman.com/reagents/coulter-flow-cytometry/antibodies-and-kits/single-color-antibodies/cd158a-h

KIR2DL2:

Clone DX27, https://www.biolegend.com/en-us/products/purified-anti-human-cd158b-kir2dl2-l3--nkat2-antibody-2271

Clone 180701, https://www.rndsystems.com/products/human-kir2dl3-cd158b2-fluorescein-conjugated-antibody-180701_fab2014f

Clone 5.133, https://www.miltenyibiotec.com/GB-en/products/cd158e-k-kir3dl1-dl2-antibody-anti-human-5-133.html#gref

KIR2DL3

Clone 180701, https://www.rndsystems.com/products/human-kir2dl3-cd158b2-fluorescein-conjugated-antibody-180701_fab2014f

KRI2DL4

Clone mAb33, https://www.biolegend.com/en-us/products/pe-anti-human-cd158d-kir2dl4-antibody-6382

KIR2DL5A/B

Clone UP-R1, https://www.biolegend.com/en-us/products/pe-anti-human-cd158f-kir2dl5-antibody-5809

KIR2DS1

Clone 143211, https://www.rndsystems.com/products/human-kir2dl1-kir2ds5-alexa-fluor-488-conjugated-
antibody-143211_fab1844g

Clone EB6B, https://www.beckman.com/reagents/coulter-flow-cytometry/antibodies-and-kits/single-color-antibodies/cd158a-h

KIR2DS2
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Eukaryotic cell lines
Policy information about cell lines

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

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

Clone DX27, https://www.biolegend.com/en-us/products/purified-anti-human-cd158b-kir2dl2-l3--nkat2-antibody-2271

Clone 180701, https://www.rndsystems.com/products/human-kir2dl3-cd158b2-fluorescein-conjugated-antibody-180701_fab2014f

Clone 5.133, https://www.miltenyibiotec.com/GB-en/products/cd158e-k-kir3dl1-dl2-antibody-anti-human-5-133.html#gref

KIR2DS3

JJC11.6, https://www.miltenyibiotec.com/GB-en/products/cd158i-kir2ds4-antibody-anti-human-jjc11-6.html#gref

FES172, https://www.mybeckman.uk/reagents/coulter-flow-cytometry/antibodies-and-kits/single-color-antibodies/cd158i/im3337

KIR2DS4

FES172, https://www.mybeckman.uk/reagents/coulter-flow-cytometry/antibodies-and-kits/single-color-antibodies/cd158i/im3337

KIR2DS5

Clone 143211, https://www.rndsystems.com/products/human-kir2dl1-kir2ds5-alexa-fluor-488-conjugated-
antibody-143211_fab1844g

Clone 5.133, https://www.miltenyibiotec.com/GB-en/products/cd158e-k-kir3dl1-dl2-antibody-anti-human-5-133.html#gref

KIR3DL1

Clone DX9, https://www.bdbiosciences.com/us/applications/research/t-cell-immunology/regulatory-t-cells/surface-markers/human/
purified-mouse-anti-human-nkb1-dx9/p/555964

KIR3DL2

Clone 5.133, https://www.miltenyibiotec.com/GB-en/products/cd158e-k-kir3dl1-dl2-antibody-anti-human-5-133.html#gref

Clone Z27, https://www.beckman.com/reagents/coulter-flow-cytometry/antibodies-and-kits/single-color-antibodies/cd158e1-12

Clone 143211, https://www.rndsystems.com/products/human-kir2dl1-kir2ds5-alexa-fluor-488-conjugated-
antibody-143211_fab1844g

Clone FES172, https://www.mybeckman.uk/reagents/coulter-flow-cytometry/antibodies-and-kits/single-color-antibodies/cd158i/
im3337

Clone DX27, https://www.biolegend.com/en-us/products/purified-anti-human-cd158b-kir2dl2-l3--nkat2-antibody-2271

KIR3DS1

Clone DX9, https://www.bdbiosciences.com/us/applications/research/t-cell-immunology/regulatory-t-cells/surface-markers/human/
purified-mouse-anti-human-nkb1-dx9/p/555964

Clone Z27, https://www.beckman.com/reagents/coulter-flow-cytometry/antibodies-and-kits/single-color-antibodies/cd158e1-12

Cell lines used were Jurkat and K562 lines and were gifts from collaborators within the host institution (Dr J Sowerby)

Cell lines were authenticated by flow cytometry for characteristic surface markers.

Routine mycoplasma testing was undertaken for all established cell lines used and were repeatedly negative throughout.

No commonly misidentified cell lines were used in the study.

Population characteristics of human participants recruited into the clinical studies used are detailed in Supplementary Tables
1, 5, 6 and 7

Recruitment was undertaken as for the clinical study which served as the foundation for the current investigation and is
described here: Neurology. 2012 Apr 10; 78(15): 1171–1178.

The trial was sponsored by NIAID in collaboration with the Immune Tolerance Network (clinicaltrials.gov NCT00094172). The
study protocol and informed consent documents were approved by appropriate local ethics review committees and/or
Institutional Review Boards. The study was approved by institutional review boards at 14 centers in the United States and
Canada. Written informed consent was obtained from subjects prior to enrollment in the STAyCIS study (NCT00094172).

clinicaltrials.gov NCT00094172

The trial protocol can be obtained from clinicaltrials.gov (NCT00094172) and the founding clinical study has been published here:
Neurology. 2012 Apr 10; 78(15): 1171–1178.

Data collection was undertaken as for the clinical study which served as the foundation for the current investigation and is described
here: Neurology. 2012 Apr 10; 78(15): 1171–1178.




