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Over 50 genetic loci for type 1 diabetes (T1D)
have been suggested. Studying these loci in
different populations using large representative
groups could have potential applications in
disease
classification,
risk
assessment,
understanding
disease
heterogeneity
and
generating hypotheses that can be tested in
functional studies. In line with the goals of the
Belgian Diabetes Registry (BDR), the aims of this
doctoral thesis were to study: 1) the association
of a number of candidate genes (IL2RA/CD25,
IFIH1, TNFA) suggested by GWAS or other
studies in a large representative group of
patients, healthy controls and families from the
Belgian population; 2) their interaction with
major or previously confirmed genetic markers,
diabetes phenotypes and immune markers. In
this project, we have shown that: 1) TNFA is
associated with T1D independently of HLA-DQ
linked risk and that a specific diabetogenic
haplotype including TNFa1 confers significantly
higher risk for T1D compared to the risk of HLADQA1*0501-DQB1*0201 haplotype alone; 2)
IFIH1 is not associated with T1D, both before and
after stratification according to HLA-DQ linked
risk and shows no correlation with disease
phenotype and immune markers; 3) IL2RA/CD25
is associated with T1D, independently of sex and
this association is present in both early-onset and
late-onset disease but more pronounced in early
onset
disease.
Also,
the
association
of
IL2RA/CD25 is not dependent on a specific
disease phenotype, immune marker, or HLA-DQ,
INS and PTPN22 genotype. The design of these
studies underscores the importance of national
diabetes registries in disclosing the interaction
between
genetic,
clinical
and
biological
characteristics.
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