TABLE 377e-5 Diseases on the Autoimmune Spectrum
Vitiligo
Autoimmune hemolytic anemia
Autoimmune thrombocytopenic
purpura
Pernicious anemia
Myasthenia gravis
Multiple sclerosis
Guillain-Barré syndrome
Stiff-man syndrome
Acute rheumatic fever
Sympathetic ophthalmia
Goodpasture’s syndrome

TREATMENT
Granulomatosis with polyangiitis
Antiphospholipid syndrome
Sjögren’s syndrome

disorder, a specific lesion in the thyroid is associated with infiltration
of mononuclear cells and damage to follicular cells. Antibody to thyroid constituents can be demonstrated in nearly all cases. Other organor tissue-specific autoimmune disorders include pemphigus vulgaris,
autoimmune hemolytic anemia, idiopathic thrombocytopenic purpura, Goodpasture’s syndrome, myasthenia gravis, and sympathetic
ophthalmia. One important feature of some organ-specific autoimmune diseases is the tendency for overlap, such that an individual with
one specific syndrome is more likely to develop a second syndrome.
For example, there is a high incidence of pernicious anemia in individuals with autoimmune thyroiditis. More striking is the tendency
for individuals with an organ-specific autoimmune disease to develop
multiple other manifestations of autoimmunity without the development of associated organ pathology. Thus, as many as 50% of individuals with pernicious anemia have non-cross-reacting antibodies
to thyroid constituents, whereas patients with myasthenia gravis may
develop antinuclear antibodies, antithyroid antibodies, rheumatoid
factor, antilymphocyte antibodies, and polyclonal hypergammaglobulinemia. Part of the explanation may relate to the genetic elements
shared by individuals with these different diseases.
Systemic autoimmune diseases differ from organ-specific diseases
in that pathologic lesions are found in multiple diverse organs and
tissues. The hallmark of these conditions is the demonstration of associated relevant autoimmune manifestations that are likely to have an
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Treatment of autoimmune diseases can focus on suppressing the
induction of autoimmunity, restoring normal regulatory mechanisms, or inhibiting the effector mechanisms. To decrease the number or function of autoreactive cells, immunosuppressive or ablative
therapies are most commonly used. In recent years, cytokine blockade has been demonstrated to be effective in preventing immune
activation in some diseases or in inhibiting the extensive inflammatory effector mechanisms characteristic of these diseases. New
therapies have also been developed to target lymphoid cells more
specifically by blocking a costimulatory signal needed for T or B cell
activation, by blocking the migratory capacity of lymphocytes, or by
eliminating the effector T cells or B cells. The efficacy of these therapies in some diseases—e.g., SLE (belimumab), rheumatoid arthritis
(TNF neutralization, IL-6 receptor blockade, CD28 competition, B cell
depletion, IL-1 competition), psoriasis (IL-12/23 depletion, TNF neutralization), and inflammatory bowel disease (TNF neutralization,
IL-12 neutralization)—has been demonstrated. One major advance
in inhibiting effector mechanisms has been the introduction of
cytokine blockade that appears to limit organ damage in some diseases, including rheumatoid arthritis, inflammatory bowel disease,
psoriasis, and the spondyloarthritides. Small molecules that block
cytokine signaling pathways have recently been introduced into the
clinic. Biologicals that interface with T cell activation (CTLA-4Ig) or
delete B cells (anti-CD20 antibody) have recently been approved for
the treatment of rheumatoid arthritis. Therapies that prevent targetorgan damage or support target-organ function remain important
in the management of autoimmune disease.
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Organ Specific
Graves’ disease
Hashimoto’s thyroiditis
Autoimmune polyglandular
syndrome
Type 1 diabetes mellitus
Insulin-resistant diabetes mellitus
Immune-mediated infertility
Autoimmune Addison’s disease
Pemphigus vulgaris
Pemphigus foliaceus
Dermatitis herpetiformis
Autoimmune alopecia
Organ Nonspecific (Systemic)
Systemic lupus erythematosus
Rheumatoid arthritis
Systemic necrotizing vasculitis

etiologic role in organ pathology. SLE represents the prototype of these
disorders because of its abundant autoimmune manifestations. SLE is
a disease of protean manifestations that characteristically involves the
kidneys, joints, skin, serosal surfaces, blood vessels, and central nervous system (Chap. 378). The disease is associated with a vast array of
autoantibodies whose production appears to be a part of a generalized
hyperreactivity of the humoral immune system. Other features of SLE
include generalized B cell hyperresponsiveness and polyclonal hypergammaglobulinemia. Current evidence suggests that both hypo- and
hyperresponsiveness to antigen can lead to survival and activation of
autoreactive B cells in SLE. The autoantibodies in SLE are thought to
arise as part of an accentuated T cell–dependent B cell response since
most pathogenic anti-DNA autoantibodies exhibit evidence of extensive somatic hypermutation.

