the coronary arteries is seen in almost all the fatal cases that have been
autopsied. There is typical intimal proliferation and infiltration of the
vessel wall with mononuclear cells. Beadlike aneurysms and thromboses
may be seen along the artery. Other manifestations include pericarditis,
myocarditis, myocardial ischemia and infarction, and cardiomegaly.
Apart from the up to 2.8% of patients who develop fatal complications, the prognosis of this disease for uneventful recovery is excellent. High-dose IV γ-globulin (2 g/kg as a single infusion over 10 h)
together with aspirin (100 mg/kg per day for 14 days followed by 3–5
mg/kg per day for several weeks) have been shown to be effective in
reducing the prevalence of coronary artery abnormalities when administered early in the course of the disease. Surgery may be necessary for
Kawasaki disease patients who have giant coronary artery aneurysms
or other coronary complications. Surgical treatment most commonly
includes thromboendarterectomy, thrombus clearing, aneurysmal
reconstruction, and coronary artery bypass grafting.

PoLYANgIITIS oVERLAP SYNdRoMES

SECoNdARY VASCULITIS
dRUg-INdUCEd VASCULITIS
Vasculitis associated with drug reactions usually presents as palpable
purpura that may be generalized or limited to the lower extremities
or other dependent areas; however, urticarial lesions, ulcers, and
hemorrhagic blisters may also occur (Chap. 74). Signs and symptoms
may be limited to the skin, although systemic manifestations such as
fever, malaise, and polyarthralgias may occur. Although the skin is
the predominant organ involved, systemic vasculitis may result from
drug reactions. Drugs that have been implicated in vasculitis include
allopurinol, thiazides, gold, sulfonamides, phenytoin, and penicillin
(Chap. 74).
An increasing number of drugs have been reported to cause vasculitis associated with antimyeloperoxidase ANCA. Of these, the best evidence of causality exists for hydralazine and propylthiouracil. The clinical manifestations in ANCA-positive drug-induced vasculitis can range
from cutaneous lesions to glomerulonephritis and pulmonary hemorrhage. Outside of drug discontinuation, treatment should be based on
the severity of the vasculitis. Patients with immediately life-threatening
small-vessel vasculitis should initially be treated with glucocorticoids
and cyclophosphamide as described for granulomatosis with polyangiitis (Wegener’s). Following clinical improvement, consideration may be
given for tapering such agents along a more rapid schedule.

Chapter 385 The Vasculitis Syndromes

Some patients with systemic vasculitis manifest clinicopathologic characteristics that do not fit precisely into any specific disease but have
overlapping features of different vasculitides. Active systemic vasculitis
in such settings has the same potential for causing irreversible organ
system damage as when it occurs in one of the defined syndromes
listed in Table 385-1. The diagnostic and therapeutic considerations as
well as the prognosis for these patients depend on the sites and severity of active vasculitis. Patients with vasculitis that could potentially
cause irreversible damage to a major organ system should be treated
as described under “Granulomatosis with Polyangiitis (Wegener’s).”

addition, the inflammatory response around blood vessels associated 2193
with certain systemic fungal diseases such as histoplasmosis (Chap.
236) may mimic a primary vasculitic process. A leukocytoclastic vasculitis predominantly involving the skin with occasional involvement
of other organ systems may be a minor component of many other
infections. These include subacute bacterial endocarditis, Epstein-Barr
virus infection, HIV infection, and a number of other infections.
Vasculitis can be associated with certain malignancies, particularly
lymphoid or reticuloendothelial neoplasms. Leukocytoclastic venulitis
confined to the skin is the most common finding; however, widespread
systemic vasculitis may occur. Of particular note is the association of
hairy cell leukemia (Chap. 134) with polyarteritis nodosa.
A number of connective tissue diseases have vasculitis as a secondary manifestation of the underlying primary process. Foremost among
these are systemic lupus erythematosus (Chap. 378), rheumatoid
arthritis (Chap. 380), inflammatory myositis (Chap. 388), relapsing
polychondritis (Chap. 389), and Sjögren’s syndrome (Chap. 383). The
most common form of vasculitis in these conditions is the small-vessel
venulitis isolated to the skin. However, certain patients may develop a
fulminant systemic necrotizing vasculitis.
Secondary vasculitis has also been observed in association with
ulcerative colitis, congenital deficiencies of various complement components, sarcoidosis, primary biliary cirrhosis, ≥1-antitrypsin deficiency,
and intestinal bypass surgery.

SERUM SICKNESS ANd SERUM SICKNESSLIKE REACTIoNS
These reactions are characterized by the occurrence of fever, urticaria,
polyarthralgias, and lymphadenopathy 7–10 days after primary exposure and 2–4 days after secondary exposure to a heterologous protein
(classic serum sickness) or a nonprotein drug such as penicillin or sulfa
(serum sickness–like reaction). Most of the manifestations are not due
to a vasculitis; however, occasional patients will have typical cutaneous
venulitis that may progress rarely to a systemic vasculitis.
VASCULITIS ASSoCIATEd WITH oTHER UNdERLYINg dISEASES
Certain infections may directly trigger an inflammatory vasculitic process. For example, rickettsias can invade and proliferate in the endothelial cells of small blood vessels causing a vasculitis (Chap. 211). In
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