
deficiencies (relative to most other HIGM conditions) implies that (1)
thorough investigations have to be performed in all cases of HIGM
and (2) potentially curative HSCT should be discussed on a case-by-
case basis for this group of patients.

Wiskott-Aldrich Syndrome WAS is a complex, recessive, X-linked
disease with an incidence of ∼1 in 200,000 live births. It is caused by
mutations in the WASP gene that affect not only T lymphocytes but
also the other lymphocyte subsets, dendritic cells, and platelets.
WAS is typically characterized by the following clinical
manifestations: recurrent bacterial infections, eczema, and bleeding
caused by thrombocytopenia. However, these manifestations are
highly variable—mostly as a consequence of the many different
WASP mutations that have been observed. Null mutations
predispose affected individuals to invasive and bronchopulmonary
infections, viral infections, severe eczema, and autoimmune
manifestations. The latter include autoantibody-mediated blood
cytopenia, glomerulonephritis, skin and visceral vasculitis (including
brain vasculitis), erythema nodosum, and arthritis. Another possible
consequence of WAS is lymphoma, which may be virally induced
(e.g., by EBV or Kaposi’s sarcoma–associated herpesvirus).
Thrombocytopenia can be severe and compounded by the
peripheral destruction of platelets associated with autoimmune
disorders. Hypomorphic mutations usually lead to milder outcomes
that are generally limited to thrombocytopenia. It is noteworthy that
even patients with “isolated” X-linked thrombocytopenia can develop
severe autoimmune disease or lymphoma later in life. The
immunologic workup is not very informative; there can be a relative
CD8+ T-cell deficiency, frequently accompanied by low serum IgM
levels and decreased antigen-specific antibody responses. A typical
feature is reduced-sized platelets on a blood smear. Diagnosis is
based on intracellular immunofluorescence analysis of WAS protein
(WASp) expression in blood cells. WASp regulates the actin
cytoskeleton and thus plays an important role in many lymphocyte
functions, including cell adhesion and migration and the formation of
synapses between antigen-presenting and target cells.
Predisposition to autoimmune disorders is in part related to defective


