Outline of Lecture 15 (11-03 PA; Rose)

Defining Autoimmune Disease

Evidence for autoimmune diseases

- Direct – transfer of disease


- Serum, direct measurement of auto-Ab levels



- Maternal-fetal transfer, of auto-Ab and disease



- Reproduction in vitro with auto-Ab or cell transfer (in SCID mice)


- Indirect – reproduction in experimental models


- Reproduction with equivalent antigen (eg in animal model)


- Reproduction by genetic selection (of mice to induce disease) or manipulation (eg knock-out/in, thymectomy of regulatory T cells)


- Circumstantial evidence (association with autoimmune features)

- Autoantibodies (all currently known autoimmune dz involve auto-Ab, but autoimmunity is common and disease is less so)



- Clinical response to immunosuppression


- Clustering with other autoimmune diseases



- HLA association

Autoimmune myocarditis (example of evidence that establish CB3 myocarditis as autoimmune)

- Associated with coxsackievirus B3 (tropic for heart)

- CD4 T-cell dependent (by immunostain)

- IgG antibodies against myosin (demonstrated by myosin immunization and immunofluorescence)

- Cytokine milieu important with escalating response (both general features of autoimmune disease)


- Cytokine milieu in normal infectious myocarditis versus autoimmune myocarditis differs (perhaps causative)


- Progression from autoimmune myocarditis (usually time-limited) to dilated cardiomyopathy is also cytokine mediated (both IL-12 for Th1 and IL-4 for Th2)


- Reproducible in mouse model


- Mechanism unclear, but maybe molecular mimicry, expression of intracellular antigen, or viral adjuvant effect (see Lec 13)


- At current, only diagnosis is by biopsy or autopsy, look for lymphocytic infiltrate or immunofluorescence of auto-Ab


- Severe myocarditis usually resolves days to weeks after infection

