complexed with the HLA molecules encoded by specific susceptibility
alleles. In autoimmune diseases with an infectious etiology, it is likely
that immune responses to peptides derived from the initiating pathogen are bound and presented by particular HLA molecules to activate
T lymphocytes that play a triggering or contributory role in disease
pathogenesis. The concept that early events in disease initiation are
triggered by specific HLA-peptide complexes offers some prospects for
therapeutic intervention, since it may be possible to design compounds
that interfere with the formation or function of specific HLA-peptide–
TCR interactions.
When considering mechanisms of HLA associations with immune
response and disease, it is well to remember that just as HLA genetics are complex, so are the mechanisms likely to be heterogeneous.
Immune-mediated disease is a multistep process in which one of the
HLA-associated functions is to establish a repertoire of potentially
reactive T cells, whereas another HLA-associated function is to provide the essential peptide-binding specificity for T cell recognition.
For diseases with multiple HLA genetic associations, it is possible that
both of these interactions occur and synergize to advance an accelerated pathway of disease.
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The fate of developing T cells within the thymus is determined by
the affinity of interaction between TCR and HLA molecules bearing
self-peptides, and thus the particular HLA types of each individual
control the precise specificity of the T cell repertoire (Chap. 372e).
The primary basis for HLA-associated disease susceptibility may well
lie within this thymic maturation pathway. The positive selection of
potentially autoreactive T cells, based on the presence of specific HLA
susceptibility genes, may establish the threshold for disease risk in a
particular individual.
At the time of onset of a subsequent immune response, the primary
role of the HLA molecule is to bind peptide and present it to antigenspecific T cells. The HLA complex can therefore be viewed as encoding genetic determinants of precise immunologic activation events.
Antigenic peptides that bind particular HLA molecules are capable of
stimulating T cell immune responses; peptides that do not bind are not
presented to T cells and are not immunogenic. This genetic control of
the immune response is mediated by the polymorphic sites within the
HLA antigen–binding groove that interact with the bound peptides.
In autoimmune and immune-mediated diseases, it is likely that specific tissue antigens that are targets for pathogenic lymphocytes are

