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ESM Figure 1. RNA-seq analysis of populations isolated using antibodies
against Integrin subunits av and B5 from a human islet preparation. (a)
Heatmap of the top 500 variable genes in samples sorted from donor Sort-1. The
heatmap was generated using the heatmap2() function within the gplots package
(version 3.1.1) in R (https://cran.r-project.org/web/packages/gplots/index.html).
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ESM Figure 2. RNA-seq analysis of populations isolated using antibodies
against Integrin subunits av and 5 from a human islet preparation. (a)
Heatmap of the top 500 variable genes in samples sorted from donor Sort-2. The
heatmap was generated using the heatmap2() function within the gplots package
(version 3.1.1) in R (https://cran.r-project.org/web/packages/gplots/index.html).
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ESM Figure 3. Transcriptomic analysis of human pancreas. (a) Heatmap showing
expression of key marker genes used to assign cell cluster identity from the scRNAseq
analysis. (b) Table showing list key marker genes used to assign cluster identity from
scRNAseq analysis (¢) Schematic showing predicted binding of the integrin subunit
av to beta heterodimerisation partners to form heterodimers (d) Expression of integrin
av and relevant heterodimerisation partners in bulk RNAseq analysis of unsorted
human pancreatic islets.
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ESM Figure 4. Integrin subunits av and B5 identify specific sub-fractions of
human islets. (a) Heatmap showing expression of the top 20 most highly expressed
genes in the sorted av* 5" population mapped against cell clusters from scRNAseq
analysis shown in main figure 1. (b) Heatmap showing expression of the top 20 highly
expressed genes in the sorted av"p5™ population mapped against cell clusters from
the scRNAseq analysis shown in main figure 1. (¢) Flow cytometry plot showing sort
gates for human islets stained with antibodies against integrins av and 5 from a
second independent donor (SVI025-019) and the accompanying work flow to create
the heat map shown in panel d. (d) Heatmap showing expression of the top 20 highly
expressed genes in the sorted av°p5"° population from donor SVI025-019 mapped
against cell clusters from the scRNAseq analysis (representing an independent
replicate of the data shown in main figure 1c. Note that genes shown in blue text were
identified as highly expressed in the independent sample shown in main figure 1c).
For all heat maps, the 20 most highly expressed genes are shown on the left whilst
the nominal identities of particular clusters are shown across the top. Relative
expression scales relevant to each plot are shown on the right.
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ESM Figure 5. The integrin heterodimer avp5 and its component subunits are
expressed throughout the islets within tissue sections representing additional
donors to those analysed in the main figures. (a) Immunofluorescence analysis of
av (blue) expression in sections of pancreatic tissue derived from control and T1D
donors, co-stained with antibodies recognising INSULIN (green) and GLUCAGON
(red). (b) Immunofluorescence analysis of B5 (blue) expression in sections of
pancreatic tissue derived from control and T1D donors, co-stained with antibodies
recognising INSULIN (green) and GLUCAGON (red). (c¢) Immunofluorescence
analysis of avp5 heterodimer (grey) formation in pancreatic sections representing
control and T1D individuals, co-stained with an antibody recognising INSULIN (green).
Scale bars for all images are 25um.
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ESM Figure 6. The integrin subunit 85 is expressed in endothelial and
pericytes of the pancreas (a) Immunofluorescence analysis of ITGB5 (grey)
expression in sections of pancreatic tissue derived from control and T1D donors, co-
stained with antibodies recognising the endothelial marker, VE-CADHERIN, and
pericyte marker, CAVEOLIN-1. Scale bars for all images are 25um.
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Number of islets  Number of islets Number of avb5+ regions

b counted that are avb5+ lacking INSULIN expression
Control-1 35 35 0
Control-2 22 22 0
Control-3 48 48 0
T1D-1 0 0 1
T1D-2 3 4 3
T1D-3 0 0 0

ESM Figure 7. The integrin heterodimer avp5 is expressed in islets throughout
the pancreas (a) Immunofluorescence analysis of avb5 (grey) expression in
sections of pancreatic tissue derived from control and T1D donors, co-stained with
antibodies recognising INSULIN (green) and GLUCAGON (red). (b) Table showing
quantitation of the proportion of islets expressing avf5 in both control and T1D
donors. Scale bars for all images are 100um.
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ESM Figure 8. Expression of avp6 and avf1 heterodimers in pancreatic islets (a)
Immunofluorescence analysis of avp6 (grey) expression in pancreatic sections
derived from control and T1D donors, co-stained with antibodies recognising INSULIN
(green) and GLUCAGON (red). (b) Immunofluorescence analysis of avp1 (red)
expression in pancreatic sections derived from control and T1D donors, co-stained
with an antibody recognising INSULIN (green). Scale bars for all images are 100um.



