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T1DM is a chronic, progressive, autoimmune disorder with incomplete
penetrance (estimated as 40-70% from monozygotic twin studies).

In individuals with a genetic susceptibility to TADM, an abnormal,
unregulated, autoimmune response targeting p cells can develop,
which leads to progressive islet damage and insulin insufficiency. The
environmental triggers that interact with susceptibility and resistance
genes to initiate and perpetuate the disease remain to be defined.

The incidence of TADM in developed countries is 10-60 cases per
100,000 people, and is increasing by ~4% per year. Improved
understanding of disease-relevant immunological pathways has led
to new intervention strategies, several of which are in clinical
development. These offer some hope that f-cell destruction can be
halted and immunological tolerance restored in patients with TALDM,
although many challenges undoubtedly lie ahead.
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Note that the colours used in this graph correspond to the box colours throughout the poster.
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Remaining questions for future studies

Which environmental factors trigger insulitis and TADM?
How do these environmental factors interact with TLDM
resistance and susceptibility genes?

Which polymorphisms in susceptibility loci cause TADM?
What are the functional roles of candidate resistance and
susceptibility genes for TADM?

Which are the major effector mechanisms of p-cell death in
TiDM?

Are these mechanisms modulated by the genetic background of
affected individuals?

Can insulitis be resolved? If yes, what are the steps and
regulatory mechanisms involved in termination of the
inflammatory response and restoration of islet homeostasis?
Will combinations of immunotherapies that target different
disease pathways have synergistic effects on TADM?
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apoptosis-mediating surface antigen FAS

Fas antigen ligand

glutamic acid decarboxylase-65

interferon

interferon regulatory factor 3

transcription factor Jun-B

melanoma differentiation-associated protein 5
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