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Deep sequencing results have been deposited in the Gene Expression Omnibus database; the accession number is GSE140600. https://www.ncbi.nlm.nih.gov/geo/
query/acc.cgi?acc=GSE140600.

All the figures in the manuscript have been associated to the raw data files

Analyses and vizualization of GO terms associated with differentially expressed genes were performed using ClueGO version 2.5.4, a cytoscape plugin version 3.8.2.
All the GOID and Ontology Source are provided in the raw data file.

The authors declare that all other data supporting the findings of this study are available from the authors upon request.

The sample size varied between 3 and 9 monkeys per group (n = 6 in most experiments), chosen according to the tripartite harmonized
International Council for Harmonization of Technical Requirements for Pharmaceuticals for Human Use (ICH) Guideline on Methodology
(previously coded Q2B).

No data were excluded from the analyses.

Some assays were performed as replicates: plasma viremia and cell-associated SIV-RNA/DNA quantifications and competitive analysis for
binding of the peptides to MHC. The latter comprised three replicates (three independent experiments for each condition). We did not
observe any major variation with all the replicates. All results were included in the manuscript. For the other assays, we only used biological
replica (ie distinct animals). No other attempts were made at replication due to the limitation in volume of samples, and also duration of the
in vivo study (2 years), substantial costs associated with animal acquisition, per diem charges, and surgical costs.

Sample collection and analyses were performed in random order.

The investigators were not blinded while the animal handlers were blinded to group allocation.

Supplementary method table 1.
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Supplementary method table 1.

K562 cell line was provided by the ATCC ; The K-562 cell line was purchased from ATCC and transduced with a lentivirus
expression vector for human HLA-E was purchases from Applied Biological Materials Inc.

None of the cell lines were authenticated.

we confirm that cell line was testes negative for mycoplasma

ATCC® Number: CCL-243™ ;no commonly misidentified cell lines were used in the study.

At the inclusion in the study the average weight of the monkeys was between 3 and 6 kg. All monkeys were young adults with an
average age of 3–5 years at inclusion. Both males and females were used (60% females and 40% males for each species). Because H6
haplotypes are notably associated with viral control in cynomolgus macaques, macaques with H6 haplotype were excluded from this
study.

Study did not involve wild animals.

Study did not involve field-collected samples

Animal experimental protocols were approved by the Ethical Committee of Animal Experimentation (CETEA-DSV, IDF, France)
(Notification 12-098 and A17-044). The pVISCONTI study was approved and accredited under statement number A15-035 by the
ethics committee “Comité d'Ethique en Expérimentation Animale du CEA”, registered and authorized under Number
2453-2015102713323361v2 by the French Ministry of Education and Research. The study at DPZ was approved by the Lower Saxony
State Office for Consumer Protection and Food Safety and performed with the project licences 33.19-42502-04-12/0820 and
33.19-42502-04-17/2500. The DPZ has the permission to breed and house nonhuman primates under license number 392001/7
granted by the local veterinary office and conforming with § 11 of the German Animal Welfare act.

Whole venous blood was collected in ethylenediaminetetraacetic acid (EDTA) tubes. Peripheral blood mononuclear cells
(PBMCs) were isolated by Ficoll density-gradient centrifugation. Biopsies of peripheral lymph nodes (pLN) were performed by
excision. Other tissues were collected at autopsy. After careful removal of adhering connective and fat tissues, LN and spleen
cells were dissociated using the gentlemacS™ Dissociator technology (Miltenyi Biotec, Germany). The cell suspension was
subsequently filtered through 100- and 40-m cell strainers, and cells were washed with cold phosphate-buffered saline
(PBS). Cells were either immediately stained for flow cytometry or cryopreserved in 90% foetal bovine serum (FBS) and 10%
dimethyl sulfphoxide (DMSO) and stored in liquid nitrogen before use. Intracellular staining was performed using BD Cytofix/
Cytoperm™.

Flow cytometry acquisitions were done on a LSRFortessa (BD Biosciences).

The data were analysed using Diva (software version 6.1.3, build 2009 05 13 13 29). The data were further analyzed using
FlowJo (10.4.2 software, LLC, Ashland, OR, USA). Multiparametric analyses were performed using SPICE (version 5.1). t-SNE
was performed with the cytobank (Cytobank, Inc.), using 2,000 iterations and a perplexity of 60.

Online methods, paragraph: Polychromatic flow cytometry ; Cell sorting of NK cell sub-populations.




