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For manuscripts utilizing custom algorithms or software that are central to the research but not yet described in published literature, software must be made available to editors and
reviewers. We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Portfolio guidelines for submitting code & software for further information.
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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
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Policy information about studies involving human research participants and Sex and Gender in Research. 

Reporting on sex and gender

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

Sample size

Data exclusions

Replication

mapped without insertions and deletions. The mean fragment size of the paired-end samples and its standard deviation were determined as
described above and provided to rMATS. All other parameters were set to default. Based on the provided GENCODE M4 annotation, rMATS
builds a database of possible AS events that are either (i) already annotated by alternative gene isoforms or (ii) novel and supported by reads
covering un-annotated exon junctions between annotated exons within a gene. The reported AS events are of the following types: exon
skipping, retained intron, mutually exclusive exons, alternative 5' donor or 3' acceptor splice sites. We selected for each type all AS events
with at least 5% difference in the mean exon inclusion levels that were identified by reads spanning splice junctions at 1% FDR. Functional
enrichment analysis of genes with significant AS events was performed with the DAVID Functional Annotation Clustering tool78,79. For each
set of genes with significant AS events of a specific type (e.g. exon skipping), the genes were tested for functional enrichment by comparing
them to the background of all genes that were tested for the respective AS event type. (d) Quantification of Tcra and Tcrb transcript levels.
The abundance of spliced and unspliced transcripts was quantified with Salmon version 0.4.2 (ref. 80). The index included all spliced and
unspliced Tcra and Tcrb transcripts based on GENCODE M4 annotation, excluding pseudogenes and Trcra gene duplicates (identified by
trailing “d” or “n” in gene name). Salmon was called in extra-sensitive search mode and with 98% required read coverage. The beta-binomial
test81 was used to test for significant differences in the splicing rate and the relative abundance of transcripts between genotypes; P values
were adjusted for multiple testing by Bonferroni correction.

FloJo software (up to version 10.9.0) was used for data analysis; statistical analysis was performed with GraphPad Prism (up to version 9.5.1)
software.

All data needed to evaluate the conclusions in the paper are present in the paper or the Supplementary Materials. RNA-Seq data are deposited in NCBI´s Gene
Expression Omnibus under GEO accession number GSE77137 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE77137). The data in Fig. 5d were taken
from publicly available sources (GSE37448; https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE37448). Source data are provided with this paper.

not applicable

not applicable

not applicable

not applicable

The sample size for each experiment is indicated in the figure legends. Sample sizes were based on our experience and common practice in
the related fields, balancing statistic robustness, resource availability and animal welfare. No Statistical methods were used to predetermine
sample size.

No data were excluded.

Several biological replicates were included in the study design;the results of replicate experiments were in agreement. The number of
biological replicates ranged from 2-7.
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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.

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

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Randomization was not performed, as the animals had to be selected for analysis based on the appropriate genotypes.

The experimenters were not blinded as to the identity of the biological samples; as the phenotype of mutant and transgenic mice is obvious
during the analysis of individual mice, blinding is not feasible.

FITC-conjugated anti-CD4 (clone GK1.5; BioLegend Cat# 100405; 1:1000 dilution); PE-conjugated anti-CD8 (clone 53-6.7;
eBioscience Cat #12-0081-82; 1:800 dilution); PerCP-Cy5.5-conjugated anti-CD3 (clone 145-2C11; Biolegend Cat# 100327; 1:100
dilution); APC-conjugated anti-CD19 (clone MB19-1; eBioscience Cat#17-0191-82; 1:100 dilution); PE-conjugated CD1d Tetramer
(Proimmune Cat# D001-2X; 1:200 dilution); FITC-conjugated anti-TCR (clone eBioGL3; eBioscience Cat#11-5711-82; 1:100
dilution); PE-conjugated anti-TCR (clone H57-597; eBioscience Cat#12-5961-82; 1:300 dilution). For preparative flow cytometry,
the following antibodies were used: APC-Cy7-conjugated anti-CD4 (clone GK1.5; Biolegend Cat#100413; 1:400 dilution); FITC-
conjugated anti-CD8a (clone 53-6.7; eBioscience Cat#11-0081-82; 1:800 dilution); PerCP-Cy5.5-conjugated anti-TCR (clone
H57-597; eBioscience Cat#45-5961-82; 1:100 dilution); PE-Cy7-conjugated anti-CD24 (clone M1/69; eBioscience Cat#15-0242-82;
1:1000); PE-conjugated CD1d Tetramer (Proimmune Cat# D001-2X; 1:400 dilution).

PE-conjugated CD1d Tetramer (https://www.proimmune.com/wp-content/uploads/2021/02/PS_DE001-RPE_V1.3-CD1d-Tetramer-%
CE%B1-GalCer-Loaded-R-PE-Labeled.pdf)

FITC-conjugated anti-CD4 (https://www.biolegend.com/en-us/products/fitc-anti-mouse-cd4-antibody-248?
pdf=true&displayInline=true&leftRightMargin=15&topBottomMargin=15&filename=FITC%20anti-mouse%20CD4%
20Antibody.pdf&v=20220421053143)

PerCP-Cy5.5-conjugated anti-CD3 (https://www.biolegend.com/en-us/products/percp-cyanine5-5-anti-mouse-cd3epsilon-
antibody-4191?pdf=true&displayInline=true&leftRightMargin=15&topBottomMargin=15&filename=PerCP/Cyanine5.5%20anti-
mouse%20CD3%CE%B5%20Antibody.pdf&v=20230114013553)

PE-conjugated anti CD8a (https://www.thermofisher.com/antibody/product/CD8a-Antibody-clone-53-6-7-Monoclonal/12-0081-82)

APC-conjugated anti-CD19 (https://www.thermofisher.com/antibody/product/CD19-Antibody-clone-MB19-1-
Monoclonal/17-0191-82)

FITC-conjugated anti-TCRgammadelta (https://www.thermofisher.com/antibody/product/TCR-gamma-delta-Antibody-clone-
eBioGL3-GL-3-GL3-Monoclonal/11-5711-82)

PE-conjugated anti-TCR (https://www.thermofisher.com/antibody/product/TCR-beta-Antibody-clone-H57-597-
Monoclonal/12-5961-82)

PerCP-Cy5.5-conjugated anti- TCR (https://www.thermofisher.com/antibody/product/TCR-beta-Antibody-clone-H57-597-
Monoclonal/45-5961-82)

FITC-conjugated anti-CD8a(https://www.thermofisher.com/antibody/product/CD8a-Antibody-clone-53-6-7-Monoclonal/11-0081-82)

PE-Cy7-conjugated anti-CD24 (https://www.thermofisher.com/antibody/product/CD24-Antibody-clone-M1-69-
Monoclonal/15-0242-82)

APC-Cy7-conjugated anti-CD4 (https://www.biolegend.com/en-us/products/apc-cyanine7-anti-mouse-cd4-antibody-1964)




