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High-dose intravenous immunoglobulins:
An approach to treat severe immune-mediated
and autoimmune diseases of the skin
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Adjuvant high-dose intravenous immunoglobulins (IVigs) are being used increasingly in a range of immune-
mediated and autoimmune diseases. Although numerous immunomodulatory mechanisms have been
suggested, the exact mechanisms of action are poorly understood. The efficacy of IVlg in certain diseases
has been proven in clinical trials, insofar as IVlg is approved as the therapy of choice for Kawasaki syndrome
or idiopathic thrombocytopenic purpura. IVig treatment has been shown to be safe, without the many
drug-related adverse effects, including systemic immunosuppression, that are related to corticosteroids and
other immunosuppressive agents. Current dermatologic uses of IVIg are increasing, which calls for
adequately controlled clinical trials. This review focuses on experiences with IVIg therapy for skin diseases
and discusses current opinion concerning its potential immunomodulating mechanisms. (J Am Acad

Dermatol 2001:44:1010-24.)

application were developed 40 years ago for pro-
phylaxis and the treatment of viral diseases and
primary antibody deficiency syndromes. The intro-
duction of immunoglobulin preparations suitable for
intravenous application in the early 1980s led to a
broader therapeutic use and allowed the administra-
tion of larger doses. Intravenous immunoglobulin
(IVlg) is a sterile, high purified 1IgG preparation
made from pooled human plasma and typically con-
tains more than 95% unmaodified 1gG, which has
functionally intact Fe-dependent effector functions
and only trace amounts of IgA or IgM,14
Historically, treatment with IVIg began as a supple-
ment for patients with Xlinked agammaglobulinemia
and extended to therapeutic use in primary and sec-
ondaty immunodeficiencies with suppression of
humoral immunity, including hypogammaglobuline-
mia, multiple myeloma, and chronic lymphocytic
leukemia. In addition to the supplementation of
immunoglobulins in these diseases, prevention of
infection caused by the administration of specific anti-
bodies is believed 1o play a role.*? Another use of [Vig
preparations was established in the provision of anti-
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Abbreviations used.

AD: atopic dermatitis

BMT: hone marrow transplantation
BP: bullous pemphigoid

DM: dermatomyositis

EBA: epidermolysis bullosa acquisita
GVHD: praft-versus-host disease

HIES:  hyperimmunoglobulinemia E syndrome
1L: interleukin
1P idiopathic thrombocytopenic purpura

Wig: intravenous immunoglabulin
PBMC: peripheral blood mononudear cell
PE: pemphigus foliaceus

PM: polymyositis

Y pemphigus vulgaris

SLE: systemic lupus erythematosus

SSc systemic scleroderma

TEN: toxic epidermal necrolysis
TNF: tumor necrosis factor

bodies in diseases with multifactorial host defense
defects, such as immunodeficiency occurring after
immunosuppressive therapy, AIDS,'13 and graft-
versus-host disease (GVHD).1416 The Food and Drug
Administration first licensed Vlg in 1981 and approved
its use for é conditions: primary immunodeficiencies,
immune-mediated thrombocytopenia, Kawasaki syn-
drome, recent bone marrow transplantation in patients
20 years of age or older, chronic B-cell lymphocytic
lcukemia, and pediatric HIV type 1 infection.!”



