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Figure S1 Overview of the phenotypes included in the general UK Biobank categories.
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each block show the percentage of phenotypes included in each sub-category.
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Figure S4 Volcano plot of all PheWAS results for each autoimmune disorder.
Annotated are the top 3 significant results, and with red the outcomes with pFDR<0.05.
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Figure S5 Significant PRS-PheWAS for at least three AD PRS with phenotypes in the Health and
Medical History UK Biobank category, using the normalized PRS.

The shown phenotypes were significantly associated, after FDR adjustment, with at least three AD PRS
irrespectively of the HLA status. The colors of cells indicate the standardized effect sizes () for the
regression between AD PRS with HLA and each phenotype. The one star “¥¢” shows the significant
results only with the “HLA included” AD PRS. The two stars “v< ¢ show the significant associations
with both “HLA included or excluded” AD PRS with the same effect direction. The star and the upper
facing triangle “¥¢ 2> show the significant associations with both “HLA included or excluded” AD PRS

(YN

but with opposite effect directions. The upper facing triangle shows the significant associations only
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with “HLA excluded” AD PRS that the effect direction is the same as the color indicates. For the
grouping of the phenotypes, we used the categories provided by the UK Biobank. We used the hclust R
function to perform the hierarchical clustering of the autoimmune disorders showing in the dendrogram
using all standardized effect sizes for the health and medical history category phenotypes.
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Figure S6 Significant PRS-PheWAS for at least three AD PRS with phenotypes in the
Sociodemographics UK Biobank category, using the normalized PRS.

The shown phenotypes were significantly associated, after FDR adjustment, with at least three AD PRS
irrespectively of the HLA status. The colors of cells indicate the standardized effect sizes (B) for the
regression between AD PRS with HLA and each phenotype. The one star “<” shows the significant
results only with the “HLA included” AD PRS. The two stars “v< ¥ show the significant associations
with both “HLA included or excluded” AD PRS with the same effect direction. The star and the upper
facing triangle “¥¢ 2> show the significant associations with both “HLA included or excluded” AD PRS
but with opposite effect directions. The upper facing triangle “4” shows the significant associations only
with “HLA excluded” AD PRS that the effect direction is the same as the color indicates. The

“v” shows the significant associations only with “HLA excluded” AD PRS
that the effect direction is the opposite of what the color indicates.For the grouping of the
phenotypes, we used the categories provided by the UK Biobank. We used the hclust R function to
perform the hierarchical clustering of the autoimmune disorders showing in the dendrogram using all
standardized effect sizes for the Sociodemographics category phenotypes.

down-facing triangle
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Figure S7 Significant PRS-PheWAS for at least three AD PRS with phenotypes in the Biomarkers
(Blood Count) UK Biobank category, using the normalized PRS.

The shown phenotypes were significantly associated, after FDR adjustment, with at least three AD PRS
irrespectively of the HLA status. The colors of cells indicate the standardized effect sizes (B) for the
regression between AD PRS with HLA and each phenotype. The one star “¥¢” shows the significant
results only with the “HLA included” AD PRS. The two stars “¥¢ y¢” show the significant associations
with both “HLA included or excluded” AD PRS with the same effect direction. The star and the upper
facing triangle “¥¢ 2> show the significant associations with both “HLA included or excluded” AD PRS
but with opposite effect directions. The upper facing triangle “2”
with “HLA excluded” AD PRS that the effect direction is the same as the color indicates. The
down-facing triangle “v”
the effect direction is the opposite of what the color indicates. For the grouping of the phenotypes,
we used the categories provided by the UK Biobank. We used the hclust R function to perform the

shows the significant associations only

shows significant associations only with “HLA excluded” AD PRS that
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hierarchical clustering of the autoimmune disorders showing in the dendrogram using all standardized
effect sizes for the Biomarkers category phenotypes.
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Figure S8 Significant PRS-PheWAS for at least three AD PRS with phenotypes in the Biomarkers
(Blood biochemistry) UK Biobank category, using the normalized PRS.

The shown phenotypes were significantly associated, after FDR adjustment, with at least three AD PRS
irrespectively of the HLA status. The colors of cells indicate the standardized effect sizes (B) for the
regression between AD PRS with HLA and each phenotype. The one star “¥¢” shows the significant
results only with the “HLA included” AD PRS. The two stars “v< ¥ show the significant associations
with both “HLA included or excluded” AD PRS with the same effect direction. The star and the upper
facing triangle “¥¢ 2> show the significant associations with both “HLA included or excluded” AD PRS
but with opposite effect directions. The upper facing triangle “4” shows the significant associations only
with “HLA excluded” AD PRS that the effect direction is the same as the color indicates. The
down-facing triangle “v” shows significant associations only with “HLA excluded” AD PRS that
the effect direction is the opposite of what the color indicates. For the grouping of the phenotypes,
we used the categories provided by the UK Biobank. We used the hclust R function to perform the
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hierarchical clustering of the autoimmune disorders showing in the dendrogram using all standardized
effect sizes for the Biomarkers category phenotypes.
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Figure S9 Significant PRS-PheWAS for at least three AD PRS with phenotypes in the Biomarkers
(Infectious Diseases) UK Biobank category, using the normalized PRS.

The shown phenotypes were significantly associated, after FDR adjustment, with at least three AD PRS
irrespectively of the HLA status. The colors of cells indicate the standardized effect sizes (B) for the
regression between AD PRS with HLA and each phenotype. The one star “¥¢” shows the significant
results only with the “HLA included” AD PRS. For the grouping of the phenotypes, we used the
categories provided by the UK Biobank. We used the hclust R function to perform the hierarchical

clustering of the autoimmune disorders showing in the dendrogram using all standardized effect sizes for

the Biomarkers category phenotypes.
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Figure S10 Significant PRS-PheWAS for at least three AD PRS with phenotypes in the Physical
Measures UK Biobank category, using the normalized PRS.

The shown phenotypes were significantly associated, after FDR adjustment, with at least three AD PRS
irrespectively of the HLA status. The colors of cells indicate the standardized effect sizes (B) for the
regression between AD PRS with HLA and each phenotype. The one star “¥¢” shows the significant
results only with the “HLA included” AD PRS. The two stars “v< ¥ show the significant associations
with both “HLA included or excluded” AD PRS with the same effect direction. The star and the upper
facing triangle “¥¢ 2> show the significant associations with both “HLA included or excluded” AD PRS
but with opposite effect directions. The upper facing triangle “2” shows the significant associations only
with “HLA excluded” AD PRS that the effect direction is the same as the color indicates. The
down-facing triangle “v” shows the significant associations only with “HLA excluded” AD PRS
that the effect direction is the opposite of what the color indicates. For the grouping of the
phenotypes, we used the categories provided by the UK Biobank. We used the hclust R function to

perform the hierarchical clustering of the autoimmune disorders showing in the dendrogram using all
standardized effect sizes for the Physical Measures category phenotypes.

19



PSO
SLE 0.05

MS -0.09

PSC 0.07

PSC

MG 027 0.14 056 0.2
MG

VITE 013 0.11 028 0.11 0.14

VITL 0.09 002 013 013 046

ok * *

*
CEL o011 o028 0.03 035 03 012 0.32
CEL

*k
RA 004 051 046 003 043 024 0.19 0.28

*k
JA 032 039 024 031 051 045 05 047

*k **k
TID 0.04 016 0.06 031 -0.03 027 041 032 052

-1 -0.8 -0.6 -0.4 -0.2 0 0.2 0.4 0.6 0.8 1

Figure S11 Genetic correlation of the 11 autoimmune disorders.

The figure shows the genetic correlation for all 11 autoimmune disorders included in the analysis. A)
After excluding the SNPs in the HLA region (hgl9, chr6 25-33 Mb). B) Without excluding the SNPs in
the HLA region. The red color in the cells reflects more positive correlation coefficients while blue
reflects more negative coefficients, and the numbers within each cell are the correlation coefficients. The
correlations with p<0.05 are denoted with one asterisk (*), while the two asterisks show the correlations
that are significant after the Bonferroni correction.
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Figure S12 Significant PRS-PheWAS for all AD PRS in factor one with the phenotypes in UK
Biobank.

The shown phenotypes were significantly associated, after FDR adjustment, with at all AD PRS
in factor one irrespectively of the HLA status. The colors of cells indicate the standardized effect
sizes (p) for the regression between AD PRS with HLA and each phenotype. The one star “¥¢”
shows the significant results only with the “HLA included” AD PRS. The two stars “3 ¥ show
the significant associations with both “HLA included or excluded” AD PRS with the same effect
direction. The star and the upper facing triangle “3t2” show the significant associations with
both “HLA included or excluded” AD PRS but with opposite effect directions. The upper facing
triangle “2” shows the significant associations only with “HLA excluded” AD PRS that the
effect direction is the same as the color indicates. The down-facing triangle “v”” shows the
significant associations only with “HLA excluded” AD PRS that the effect direction is the
opposite of what the color indicates.
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Figure S13 Significant PRS-PheWAS for all AD PRS in factor two with the phenotypes in UK
Biobank.

The shown phenotypes were significantly associated, after FDR adjustment, with at all AD PRS
in factor two irrespectively of the HLA status. The colors of cells indicate the standardized effect
sizes (p) for the regression between AD PRS with HLA and each phenotype. The one star “¥¢”
shows the significant results only with the “HLA included” AD PRS. The two stars “3% % show
the significant associations with both “HLA included or excluded” AD PRS with the same effect
direction. The star and the upper facing triangle “3t2” show the significant associations with
both “HLA included or excluded” AD PRS but with opposite effect directions. The upper facing
triangle “2” shows the significant associations only with “HLA excluded” AD PRS that the
effect direction is the same as the color indicates. The down-facing triangle “v”” shows the
significant associations only with “HLA excluded” AD PRS that the effect direction is the
opposite of what the color indicates.
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Figure S14 Significant PRS-PheWAS for all AD PRS in factor three with the phenotypes in UK
Biobank.

The shown phenotypes were significantly associated, after FDR adjustment, with at all AD PRS
in factor three irrespectively of the HLA status. The colors of cells indicate the standardized
effect sizes (p) for the regression between AD PRS with HLA and each phenotype. The one star
“¥¢” shows the significant results only with the “HLA included” AD PRS. The two stars “¥ ¥
show the significant associations with both “HLA included or excluded” AD PRS with the same
effect direction. The star and the upper facing triangle “¥¢2” show the significant associations
with both “HLA included or excluded” AD PRS but with opposite effect directions. The upper
facing triangle “2” shows the significant associations only with “HLA excluded” AD PRS that
the effect direction is the same as the color indicates. The down-facing triangle “v” shows the
significant associations only with “HLA excluded” AD PRS that the effect direction is the

opposite of what the color indicates.

23



ZEBRA antigen for Epstein-Barr Virus
White blood cell (leukocyte) count -
Urate §

Triglycerides -

Total protein A

Total bilirubin -

SHBG

Reticulocyte count-

Red blood cell (erythrocyte) distribution width -
Platelet crit

Platelet count-

Neutrophill percentage -
Neutrophill count+

Monocyte percentage -

Mean sphered cell volume 1

Mean reticulocyte volume -

Mean corpuscular volume 1

Mean corpuscular haemoglobin concentration 5
Mean corpuscular haemoglobin 4
Lymphocyte percentage 5
Lymphocyte count -

LDL direct-

IGF-14

HDL cholesterol

Haemoglobin concentration 4
Haematocrit percentage -

Glycated haemoglobin (HbA1c)
Eosinophill percentage -
Eosinophill count

Cystatin C

Creatinine (enzymatic) in urine -
Cholesterol 4

C-reactive protein q

Apolipoprotein B A

Apolipoprotein A

Alanine aminotransferase 4

**b»#!*l»
* A D> o* o % * %t E #

*
B >

At ie et axaq

.
* >

ok

* o+ % % % % % * % }

*
*

Biomarkers

Frequency of tenseness / restlessness in last 2 weeks 4

*

*

COgIoIT ana
Mantal haalth

Ulcerative colitis -

Type 2 diabetes with ophthalmic manifestations -
Type 1 diabetes with neurological manifestations 5
Type 1 diabetes with ketoacidosis -

Type 1 diabetes -

Sicca syndrome A

Sarcoidosis

Regional enteritis -

Psoriasis vulgaris 1

Polymyalgia Rheumatica -

Non-Hedgkins lymphoma

Multiple sclerosis -

Hypothyroidism NOS 4

Hypercholesterolemia -

Hematuria -

Essential hypertension -

Celiac disease q

Bronchiectasis -

Autoimmune hemolytic anemias -

Asthma

Shared outcomes

* * % D

*
*

* + D % q

L o S

Disease
Diagnoses

Vascular/heart problems diagnosed by doctor: High blood pressure A
Vascular/heart problems diagnosed by doctor -

Other serious medical condition/disability diagnosed by doctor 4
Mouth/teeth dental problems: Mouth ulcers -

Long-standing iliness, disability or infirmity -

llinesses of siblings: Diabetes -

Doctor diagnosed sarcoidosis -

Diabetes diagnosed by doctorq

Age diabetes diagnosed

EINE T S I S

health and
medical history

Skin colourj
Drive faster than motorway speed limit

%

*

Lifestyle

Weight -
Height -
Diastolic blood pressure, automated reading q

* % %

Physical
measures

Place of birth in UK - north co-ordinate 5
Comparative height size at age 104
Average total household income before tax
Age when periods started (menarche) -

Age at first live birth 4

Sociodemographics

PSC-D»»»<I

Trait PRS

EE T

Figure S15 Significant PRS-PheWAS for all AD PRS in factor four with the phenotypes in UK

Biobank.
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The shown phenotypes were significantly associated, after FDR adjustment, with at all AD PRS
in factor four irrespectively of the HLA status. The colors of cells indicate the standardized effect
sizes (B) for the regression between AD PRS with HLA and each phenotype. The one star “¥¢”
shows the significant results only with the “HLA included” AD PRS. The two stars “¥¢ 3 show
the significant associations with both “HLA included or excluded” AD PRS with the same effect
direction. The star and the upper facing triangle “¥¢2” show the significant associations with
both “HLA included or excluded” AD PRS but with opposite effect directions. The upper facing
triangle “2” shows the significant associations only with “HLA excluded” AD PRS that the
effect direction is the same as the color indicates. The down-facing triangle “v” shows the
significant associations only with “HLA excluded” AD PRS that the effect direction is the

opposite of what the color indicates.
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