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Hypothyroidism is the most common thyroid disorder, affecting about 5%
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immune function, and rs965513 near FOXE1 (p-value 3.1e-14). Of Control 260 (1.1%) 16482 (67.4%) 7706 (31.5%)
these, the association with PTPN22 confirms a recent small candidate 0 Case 27 (11%) 1845 (72.0%) 692 (27.0%)
gene Study, and FOXE1 was previous]y known to be associated with MAGI3—~> = PHTF1 <PTPN22 DCLRE1B—~ OLFML3—> Participants broken down by sex, age, and genotyping platform. V1, V2, and V3 refer to the three
thyroid-stimulating hormone (TSH) levels. Although SH2B3 has been e platforms used in this study, see Methods.
previously linked with a number of autoimmune diseases, this is the first B o o T o
report of its association with therId disease. The VAV3 association is position on chrt (Mb) Table 2. Statistics for genome-wide significant SNPs and selected replications.
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We have presented two novel associations with hypothyroidism: the
non-synonymous change R262W in SH2B3, and the SNP rs4915077
near VAV3. SH2B3 has been associated with a host of autoimmune
diseases and thus is a good candidate for hypothyroidism. VAV3 has not
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) X P i yet been associated with autoimmune disease or thyroid function.
Ll _ However, it has been proposed as the candidate gene in the 1dd18.1
- . e . . . | region linked with type 1 diabetes in mouse, and the Vavl/Vav2/Vav3
e o O om0 o family is necessary for adaptive immune function in mouse. VAV3 is also
T . expressed in the thyroid and is down-regulated in a subset of thyroid
" o ,. LTV L R (1T A T Tt AT T A AR tumors-
% | .’ | 1Bl p rs965513 — 100
§ o We have found one more association with a mutation well known to be
26 Eﬁ'i S0 involved in autoimmune disease: R620W in PTPN22. This association
- il i » : has been observed before in a small candidate gene study of Hashimoto
af 2 o ° 5 thyroiditis. That study found, in a sample of 194 cases and 2064
5 o ooe Lo 8 controls, an OR of 1.77 (1.31-2.40) for rs2476601/R620W. We observe
2t " . o E an OR for this SNP of 1.42 (1.29-1.57), which is within their confidence
interval, despite slightly different phenotypes.
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inflation factor for the study was 0.98 and is indicated by the red line.
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triangles represent non-synonymous variants, and boxes with an x
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