Suppl. Table 1: LD Plot for SOCS1 und SOCS3 polymorphisms according to haploview!

SOCS1 rs243330 rs193779 rs33989964 | rs33977706 | rs4780355
rs243330 0.25 0.36 0.37 0.35
rs193779 1.0 0.09 0.09 0.07
rs33989964 1.0 1.0 0.13 0.70
rs33977706 1.0 0.98 1.0 0.17
rs4780355 0.83 0.72 1.0 0.94

D’
SOCS3 rs8064821 rs7207782 rs199915361 rs4969169
rs8064821 0.10 0.01 0.02
rs7207782 1.0 0.03 0.05
rs199915361 1.0 0.85 0.004
rs4969169 1.0 1.0 0.89

D’

r2

The correlation coefficient (r2) and the Lewontin normalized D (D) are shown for each SNP combination in the top right
part and in the bottom left part for the SOCS-1 and SOCS-3 gene, respectively.

1. Barrett JC, Fry B, Maller J, Daly MJ. Haploview: analysis and visualization of LD and haplotype maps.
Bioinformatics 2005;21:263-5.



Suppl Table 2A: Compilation of studies examining SNPs of SOCSL1 in case-control studies

SNP Findings Ref
) " . . Enhances the transcriptional level of
rs33989964 rs33989964: positive correlation with adult asthma SOCS1 in human lung epithelial cells Q)
rs33989964 Less patients with Lupus erythematosus suffering from thrombocytopenia (2)
rs33977706 . . . .
rs33977706: low frequency of A/A genotype in chronic periodontitis 3)
rs33989964
rs4780355 Associated with Psoriasis and Crohn disease (4)
rs33977706 affected both binding of
rs33977706 rs33977706 associated with increased insulin sensitivity (IS) and low BMI, a nuclear protein to and the (5)
rs243330 whereas rs243330 associated with decreased IS transcriptional activity of the SOCS1
promoter
In a cohort of obese individuals (BMI >30 kg/mz2) the occurrence of the G
rs243330 allele of the SOCS1-1656G>A polymorphism was strongly associated with (6)
non-alcoholic fatty liver disease
rs33977706 with a T at the -820
rs33932899 Lower levels of serum IgE (in complete LD with rs33977706) position demonstrates increased @)
activity
Multiple sclerosis (rs33977706 occurs in moderate LD with rs243324
rs243324 (r2=0.19, D’=0.80; http://www.broadinstitute. org/mpg/snap/ in 1000 (8)
Genomes Pilot 1 SNP data set).
rs243327
rs243330 . .
All four SNPs associated with acute coronary syndrome (9)
rs33977706
rs33932899
1193779 Asspuauon of rs193779 with breast cancer was limited to women with low (10)
Indigenous American ancestry
rs4780355
Colon (rs4780355) and rectal cancer survival (rs193779) (12)

rs193779
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Suppl Table 2B: Compilation of studies examining SNPs of SOCS3 in case-control studies

SNP Findings Ref
rs2280148: significantly higher in obese subjects with metabolic syndrome
rs2280148 (MS) than in controls , ) ,
- . . . . . Study done in Turkish children (12)
rs8064821 rs8064821: significantly higher in obese subjects with MS than in obese
children without MS
In the group of young healthy subjects the insulin sensitivity index was higher
rs12953258 among homozygous carriers of the A-allele than among heterozygous and (13)
wild-type subjects
rs2280148 was significantly associated with an increased risk of head neck
(2280148 squamous cell cancer (HNSCC) (additive model)
($8064821 rs8064821 was linked with a decreased risk of HNSCC (additive model). (14)
Combined analysis of these variants by the number of risk alleles showed a
significant locus—dosage effect.
No evidence for a major role of the respective . .
rs12953258 . , ) L , Study done in German children (15)
SNPs in SOCS3 in the pathogenesis of extreme obesity in children
rs111033850 No marked association between SOCS3 gene promoter region . .
. . . _ Turkish population (16)
rs12953258 polymorphisms and the risk of developing metastatic colorectal cancer.
rs4969169 Individual SOCS3 SNPs were not associated with general or central obesity,
rs12953258 or with two indices of insulin sensitivity (homeostasis model assessment and | UK population a7
rs8064821 insulin sensitivity measure).
rs4969170 rs4969170 A > G polymorphism dramatically affects the susceptibility to
rs8064821 HCC, is a risk factor for HCC and predicts the postoperative relapse-free Chinese population (18)
rs12953258 survival and overall survival.
1s8064821 Males exhibited GG homozygous at rs35037722 in association with
14969168 susceptibility to tuberculosis (TB) after the OR analysis was adjusted for age.
For rs8064821, AA and AC genotypes were associated with TB susceptibility | Han Taiwanese population (19)
rs2280148 in patients <65 years old compared to CC genotype, whereas older subjects
rs35037722 had no such association




rs8064821 were associated with a 6-month survival advantage compared to

rs8064821 non-carriers in patients suffering from pancreatic cancer and resected American population (20)
disease
rs12953258 No association of SNPs with rheumatoid arthritis Chinese Han population (21)
rs12952093 Chinese Han population
rs4969170 The AA genotype carriers had
rs4969168 rs4969170 AA genotype was strongly associated with Graves ophtalmopathy | significantly higher SOCS3 mRNA (22)
rs4969169 and protein levels than those with the
rs2280148 GG genotype.
rs12953258 rs12953258 showed a close relationship with dyslipidemia in Uygur (23)
1. M. Harada et al., Functional polymorphism in the suppressor of cytokine signaling 1 gene associated with adult asthma. Am J Respir Cell Mol Biol 36,
491-496 (2007).
2. H. C. Chan et al., Suppressor of cytokine signaling 1 gene expression and polymorphisms in systemic lupus erythematosus. Lupus 19, 696-702 (2010).
3. R. A. Guedes, A. C. Planello, D. C. Andia, N. F. De Oliveira, A. P. de Souza, Association of SOCS1 (- 820) (rs33977706) gene polymorphism with
chronic periodontitis: A case-control study in Brazilians. Meta Gene 5, 124-128 (2015).
4. D. Ellinghaus et al., Combined analysis of genome-wide association studies for Crohn disease and psoriasis identifies seven shared susceptibility loci.
Am J Hum Genet 90, 636-647 (2012).
5. T. Gylvin et al., Functional SOCS1 polymorphisms are associated with variation in obesity in whites. Diabetes Obes Metab 11, 196-203 (2009).
6. A. Kempinska-Podhorodecka, E. Wunsch, P. Milkiewicz, E. Stachowska, M. Milkiewicz, The Association between SOCS1-1656G>A Polymorphism,
Insulin Resistance and Obesity in Nonalcoholic Fatty Liver Disease (NAFLD) Patients. J Clin Med 8, (2019).
7. J. Mostecki et al., A SOCS-1 promoter variant is associated with total serum IgE levels. J Immunol 187, 2794-2802 (2011).
8. K. Vandenbroeck et al., A cytokine gene screen uncovers SOCS1 as genetic risk factor for multiple sclerosis. Genes Immun 13, 21-28 (2012).
9. G. Vargas-Alarcon et al., Association of the suppressor of cytokine signaling 1 (SOCS1) gene polymorphisms with acute coronary syndrome in Mexican
patients. Mol Immunol 62, 137-141 (2014).
10. M. L. Slattery et al., Genetic variation in the JAK/STAT/SOCS signaling pathway influences breast cancer-specific mortality through interaction with
cigarette smoking and use of aspirin/NSAIDs: the Breast Cancer Health Disparities Study. Breast Cancer Res Treat 147, 145-158 (2014).
11. M. L. Slattery, A. Lundgreen, S. A. Kadlubar, K. L. Bondurant, R. K. Wolff, JAK/STAT/SOCS-signaling pathway and colon and rectal cancer. Mol
Carcinog 52, 155-166 (2013).
12. M. Boyraz et al., Effect of Cytokine Signaling 3 Gene Polymorphisms in Childhood Obesity. J Clin Res Pediatr Endocrinol 8, 452-460 (2016).
13. T. Gylvin et al., Mutation analysis of suppressor of cytokine signalling 3, a candidate gene in Type 1 diabetes and insulin sensitivity. Diabetologia 47,

1273-1277 (2004).




14.

15.

16.

17.

18.

19.

20.

21.

22.
23.

D. Hang et al., Effects of potentially functional polymorphisms in suppressor of cytokine signaling 3 (SOCS3) on the risk of head and neck squamous
cancer. J Oral Pathol Med 46, 598-602 (2017).

A. M. Abdelatty et al., Effect of short-term feed restriction on temporal changes in milk components and mammary lipogenic gene expression in mid-
lactation Holstein dairy cows. J Dairy Sci, (2017).

M. Igci et al., Mutational screening of the SOCS3 gene promoter in metastatic colorectal cancer patients. Genet Test Mol Biomarkers 16, 1395-1400
(2012).

Y. Jamshidi et al., Common polymorphisms in SOCS3 are not associated with body weight, insulin sensitivity or lipid profile in normal female twins.
Diabetologia 49, 306-310 (2006).

B. G. Jiang et al., SOCS3 Genetic Polymorphism Is Associated With Clinical Features and Prognosis of Hepatocellular Carcinoma Patients Receiving
Hepatectomy. Medicine (Baltimore) 94, e1344 (2015).

C. J. Lin et al., Polymorphisms of suppressor of cytokine signaling-3 associated with susceptibility to tuberculosis among Han Taiwanese. Cytokine 114,
11-17 (2019).

K. M. Reid-Lombardo et al., Survival is associated with genetic variation in inflammatory pathway genes among patients with resected and unresected
pancreatic cancer. Ann Surg 257, 1096-1102 (2013).

L. P. Sun, X. L. Ma, H. X. Liu, Y. S. Wang, X. F. Li, No association of polymorphisms in the suppressor of cytokine signaling (SOCS)-3 with rheumatoid
arthritis in the Chinese Han population. Genet Mol Res 9, 1518-1524 (2010).

R. Yan et al., Genetic variations in the SOCS3 gene in patients with Graves' ophthalmopathy. J Clin Pathol 68, 448-452 (2015).
X. G. Yao et al., Relationship between polymorphism of SOCS-3 and dyslipidemia in China Xinjiang Uygur. Genet Mol Res 14, 1338-1346 (2015).





