Supplemental Note:
Method for synthesizing and comparing published GWAS results for
Sjogren Syndrome and SLE

Part 1: make a list of the published genome wide-significant regions from the EBI GWAS catalog
for Sjogren syndrome

1. Go to EBI/NHGRI GWAS catalog: [https://www.ebi.ac.uk/gwas/]

2. Search for “Sjogren syndrome”

3. Select:

Sjogren syndrome

An autoimmune disease that results_from attack of immune cells which destroy the exocrine glands that produce tears and saliva.Chronic
inflammatory and autoimmune disease in which the salivary and lac... Show more >
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4. Scroll down and select the “export data” button

Ral

-v

5. Click on CSV and open resulting file in Excel

6. Sort location by chromosome and position

7. Remove markers that lack mapping information in the EBI GWAS catalog.
8. Remove variants with P-value > 5E-8

9. Define regions. Starting with the first variant row, go through all the rows and increase
the region number each time a marker that is a genome wide-significant (P< 5E-8)
marker > 250,000 bases away is observed or a marker on a different chromosome is
observed.

Part 2: collate the putative causal genes for each region from the published open targets
genetics L2G pipeline results

1. Select the open targets genetics website for trait of interest
[https://genetics.opentargerts.org]

2. For each GWAS study of the trait of interest in open targets genetics and eah region in
the table from part 1, add the gene listed in L2G column (“Genes prioritized by our
locus-to-gene-model with score > 0.5”) to the “Putative Causal Gene” column

Part 3: Enter the putative causal genes into string-db.org and to putative polygenic causal gene
network.

1. Goto string-db.org
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Click search

Click multiple proteins on the left hand side

Remove commas and ensure that each putative causal gene is on a single line
Enter this list of genes in the “list of names” box

~ Tools Help

App Manager...
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aMatReader
STRING >4 Expand network
STRING Enrichment > Change confidence or type
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o — ¥ Query for additional nodes

v Show results panel

v Show structure images

v Show STRING style labels

v Enable STRING glass balls effect
Set STRING label attribute

Settings

Select “Homo sapiens” as organism
Search

Review gene names and descriptions to ensure that he correct mapping occurred.
Click continue

10. To merge networks.

a. Open network of interest in Cytoscape
b. Click exports and send network to Cytoscape
c. Click merge networks in Cytoscape

Part 4: Merge Sjogren syndrome’s networks with SLE network
Monogenic and polygenic SLE networks were adopted from “Polygenic autoimmune disease risk
alleles impacting B cell tolerance act in concert across shared molecular networks in mouse and in
humans (https://www.frontiersin.org/articles/10.3389/fimmu.2022.953439/full).

1.

Open “Monogenic and polygenic human SLE risk gene networks” (Figure 1) in Cytoscape
from Ndex Bio (https://www.ndexbio.org/viewer/networks/aa310899-c7de-11ec-b397-
Oac135e8bacf)

Select the names of the causal genes from the putative causal Sjogren genes excel file
and copy

In Cytoscape, on the opened “Monogenic and polygenic human SLE risk gene networks,
select “Apps.” If the STRING app is not installed, install it in the App Manager. Once
installed, select “Query for additional nodes”

”



4. In the pop-up window, paste the previously copied list of putative causal Sjogren genes,
and then select import. Do not re-layout network.

5. Genes that did not already exist in the monogenic and polygenic SLE risk network will
populate. Annotate network to differentiate, between genes that overlap with the SLE
and Sjogren network and the genes that overlap with the monogenic and polygenic SLE
network, prioritizing those that overlapped with SLE and Sjogren.
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