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zenodo.org/records/15001886], and on PANC-DB (https://hpap.pmacs.upenn.edu/). Raw sequencing -based data are also deposited in Genbank under accession
number GSE221787 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE221787]. All data are publicly available as of the date of publication. Source Data are
provided with this paper. All data are included in the Supplementary Information or available from the authors, as are unique reagents used in this Article. The raw
numbers for charts and graphs are available in the Source Data file whenever possible.

Sex was considered to balance the number of male and female donors between disease groups. Sex was identified by the
local organ procurement organization or via University of Florida/nPOD. Sex-based analyses were not performed in this study
due to a balance of male and female donors within each disease group.

Race was considered in order to balance the distributions of race between disease groups in order to eliminate race as a
covariate.

All population characteristics were balanced across disease groups. There were no identified co-variates between disease
groups except a slight, statistically insignificant, covariation of disease status and cold ischemia time. This was accounted for
in statistical analyses (please see the “Statistical Analyses” section of the manuscript).

Whole organ samples are obtained via the local organ procurement organization or via University of Florida/nPOD.

All procedures were in accordance with federal guidelines for organ donation and the University of Florida or University of
Pennsylvania Institutional Review Board, or the Institutional Review Board of local organ procurement programs.

Sample size was determined by sample availability and balancing donor characteristics between disease groups. For the flow cytometry
dataset, sample size was determined by including all donors in the study that were freshly-acquired via flow cytometry (never frozen). For the
CITEseq dataset, sample size was determined by balancing available donor samples with matching donor characteristics between disease
groups. Additionally, the depth of sampling (ie number of cells) per tissue sample required for the diversity of immune cells limited the total
number of tissue samples put through the CITEseq pipeline.

Only freshly-acquired flow cytometry data was included in the study. The freezing and thawing process is known to introduce changes in
surface levels of activation markers acquired via flow cytometry. The exclusion of frozen/thawed samples from the flow cytometry dataset
was determined before analysis of the dataset begun.

Reproducibility was verified by two methods. First, a relatively high number of donors were selected to account for the inherent variability of
human-based studies. Second, many of the phenotypes highlighted in this manuscript were identified by two independent analysis
methodologies, flow cytometry and CITEseq, thus increasing the robustness findings.

Donors were allocated into disease groups by measuring several factors used to detect Type 1 Diabetes (T1D) or  cell auto-antibody positive
T1D negative (AAb+) conditions. T1D diagnosis was required for donors to be placed into the T1D group. Donors were placed into the AAb+
group after confirmation of at least one AAb in serum and no clinical T1D diagnosis. Control donors (AAb- with no diabetes) were acquired to
match the group characteristics of the AAb+ and T1D groups.

Blinding was not done in this study. Blinding could not be performed due to the structure of nPOD and HPAP. The investigators in this study
were often directly involved in tissue processing and distribution of said tissues to other labs. Certain assays could only be performed on
certain disease groups by certain labs in the network, and the investigators in the study knew the donors' categories in order to distribute
tissues and execute the assays for certain disease groups.
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Mouse Anti-CD15 Antibody, FITC, 1:50 dilution, Clone HI98, BD Biosciences Cat# 555401;

Mouse Anti-CD4, BB790, 1:2500 dilution, Clone SK3, BD Biosciences Custom Conjugation;

Rat Anti-CXCR5 Antibody, Alexa Fluor 647, 1:250 dilution, Clone RF8B2, BD Biosciences Cat# 558113;

Mouse Anti-CD45 Antibody, Alexa Fluor 700, 1:400 dilution, Clone HI30, BD Biosciences Cat# 560566;

Mouse Anti-CCR7 Antibody, APC-Cy7, 1:67 dilution, Clone G043H7, BioLegend Cat# 353212;

Mouse Anti-CD11c Antibody, BUV395, 1:400 dilution, Clone B-ly6, BD Biosciences Cat# 563787;

Mouse Anti-CD8 Antibody, BUV496, 1:200 dilution, Clone RPA-T8, BD Biosciences Cat# 612942;

Mouse Anti-CD45RA Antibody, BUV563, 1:500 dilution, Clone HI100, BD Biosciences Cat# 612927;

Mouse Anti-CD38 Antibody, BUV661, 1:400 dilution, Clone HIT2, BD Biosciences Cat# 612969;

Mouse Anti-CD25 Antibody, BUV737, 1:200 dilution, Clone 2A3, BD Biosciences Cat# 612807;

Mouse Anti-CD3 Antibody, BUV805, 1:125 dilution, Clone UCHT1, BD Biosciences Cat# 612895;

Mouse Anti-PD1 Antibody, BV421, 1:83 dilution, Clone RH12.2H7, BioLegend Cat# 565935;

Mouse Anti-CD14 Antibody, BV480, 1:1000 dilution, Clone MP9, BD Biosciences Cat# 566141;

Mouse Anti-CD56 Antibody, BV570, 1:200 dilution, Clone HCD56, BioLegend Cat# 318330;

Mouse Anti-HLA-DR Antibody, BV605, 1:400 dilution, Clone G46-6, BD Biosciences Cat# 562845;

Mouse Anti-CD27 Antibody, BV650, 1:400 dilution, Clone O323, Biolegend Cat# 302828;

Mouse Anti-CD16 Antibody, BV711, 1:400 dilution, Clone 3G8, BioLegend Cat# 302044;

Mouse Anti-CD19 Antibody, BV785, 1:125 dilution, Clone HIB19, BioLegend Cat# 302240;

Mouse Anti-CD123 Antibody, PE, 1:400 dilution, Clone 9F5, BD Biosciences Cat# 555644;

Mouse Anti-CD127 Antibody, PE/CF594, 1:200 dilution, Clone HIL-7R-M21, BD Biosciences Cat# 562397;

Mouse Anti-CD69 Antibody, PE/Cy5, 1:500 dilution, Clone FN50, BioLegend Cat# 310908;

Mouse Anti-CD34 Antibody, PE/Cy5.5, 1:100 dilution, Clone 581, Invitrogen Cat# CD34-581-18;

Mouse Anti-CD21 Antibody, PE/Cy7, 1:2000 dilution, Clone Bu32, BioLegend Cat# 354912;

Human TruStain FcX (Fc Receptor Blocking Solution), 1:100 dilution, BioLegend Cat# 422302;

TotalSeq-A Human Universal Cocktail, V1.0, recommended dilution, BioLegend Cat# 399907;

TotalSeq-A0251 anti-human Hashtag 1 Antibody, 1:37.5 dilution, BioLegend Cat# 394601;

TotalSeq-A0252 anti-human Hashtag 2 Antibody, 1:37.5 dilution, BioLegend Cat# 394603;

TotalSeq-A0253 anti-human Hashtag 3 Antibody, 1:37.5 dilution, BioLegend Cat# 394605;

TotalSeq-A0254 anti-human Hashtag 4 Antibody, 1:37.5 dilution, BioLegend Cat# 394607;

TotalSeq-A0256 anti-human Hashtag 6 Antibody, 1:37.5 dilution, BioLegend Cat# 394611;

TotalSeq-A0257 anti-human Hashtag 7 Antibody, 1:37.5 dilution, BioLegend Cat# 394613;

TotalSeq-A0258 anti-human Hashtag 8 Antibody, 1:37.5 dilution, BioLegend Cat# 394615;

TotalSeq-A0259 anti-human Hashtag 9 Antibody, 1:37.5 dilution, BioLegend Cat# 394617;

All validation information is available on the webpages from the antibody vendors.
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