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The immune system has a unique ability to distinguish self from nonself antigens.
For homeostasis, tolerance to self antigen is maintained either by elimination or functional
inactivation of autoreactive T or B lymphocytes. Several mechanisms are responsible
for maintaining self tolerance. Breakdown of these mechanisms results in autoimmunity
which can lead to autoimmune diseases. Due to the complexity of the immune system,
our basic understanding about human autoimmune diseases is mostly received from
experimental animals. In recent years enormous progress in understanding the immune
response and autoimmunity has been achieved. However, the etiology and pathogenesis
of most autoimmune diseases are still obscure. Nevertheless, advanced knowledge about
these diseases has begun to emerge. Autoimmune diseases are predisposed by multifactors.
With knowledge gained from hybridoma technology, transgenic animals and molecular
biology, many postulates have been put forward as potential mechanisms for the induction
of pathologic autoimmune responses. A conceptual breakthrough in etiology and
pathogenesis of autoimmune diseases is needed for better treatment of these diseases. Induction
of self tolerance by oral administration of autoantigens may be a suitable strategy for the

treatment of autoimmune diseases with known specific autoantigens.
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Disease

(possible) self antigen

principal clinical symptoms

Autoimmune hemolytic anemia®
Autoimmune thrombocytopenia purpura”
Bollus pemphigoid™!

Goodpasturels syndrome®®

Gravesiidisease”

Myasthenia gravis®”

Pernicious anemia®

Systemic lupus erythematosus’®
Hashimotofs disease”
insulin-dependent (type 1) diabetes®'

erythrocyte membrane proteins

platelet membrane proteins, ¢.g., gp Hb/Illa
epidermal basement membrane proteins
type IV collagen in basement menbrane

of kidney glomeruli and lung alveoli
thyroid stimulating hormone (TSH) receptor
muscle nicotinic acethylcholine receptor
intrinsic factor, gastric parietal cell

DNA nucleoproteins, phospholipids, others
TSH receptor, thyroid peroxidase

islet cell antigens including glutamic acid

hemolysis, anemia
thrombocytopenia, bleeding disorders
detachment of epidermal cells, skin vesicles

nephritis with proteinuria, renal failure, lung hemorrhage

hyperthyroidism with or without opthalmopathy and dermopathy
dermopathy

muscle weakness

abnormal erythropoiesis due to Vitamin B12 deficiency
nephritis, arthritis, vasculitis

benign hypothyroidisim

decarboxylase (GAD)
Multiple sclerosis®# myelin basic protein

Rheumatoid arthritis® collagen type 11, proteoglycan

destruction of insulin-producing pancreatic f cells
cencephalitis

joint inflammation
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Diseases HLA alleles Female:male
Graves’ disease(” DR3 91
Hashimoto’s disease'” DR5 10:1-20:1
Multiple sclerosis® DR2 -
Myasthenia gravis®" DRW3,B8 -
Rheumatoid arthritis?? DR4 -
Systemic lupus DRs 10:1
erythematosus'®

Type I diabetes DR3, DR4 -
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