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Introduction

Anti-neutrophil cytoplasmic antibodies (ANCA) have two
common patterns detected by indirect immunoXuorescence
test (IIF test). The cytoplasmic pattern (c-ANCA) that is
strongly associated with antibodies against proteinase-3
(PR3) and the perinuclear pattern (p-ANCA) that is mostly
directed against myeloperoxidase (MPO). Anti-proteinase 3
and anti-MPO are characteristic for pauci-immune small
vessel vasculitis like Wegener’s granulomatosis, micro-
scopic polyangiitis, Churg–Strauss syndrome and idio-
pathic crescentic glomerulonephritis [1]. In Wegener’s
granulomatosis (WG), the combination of c-ANCA with
anti-PR3 antibodies has a sensitivity of 58% and a speciWc-
ity of 99% [2]. On the other hand, the presence of c-ANCA
(anti-PR3) in immune-complex-mediated vasculitis such
as Henoch–Schonlein purpura (HSP) is very unusual.
We report a case of biopsy proven HSP associated with IgG
c-ANCA (anti-PR3).

Case report

A 51-year-old white man presented with a 2-week history
of diarrhea, abdominal pain, arthralgia and skin rash that
started on his legs then spread to the rest of his body. His
past medical history was unremarkable with no history of
sinusitis, otitis or asthma. He was on no medications
(whether over the counter or prescribed). He did not smoke
or drink alcohol. His family history was non-contributory.

Vital signs were stable. Exam revealed palpable purpuric
rash on the legs (Fig. 1), mild epigastric tenderness and
edema at the dorsum of his hands and feet. Abnormal
laboratory studies included elevated WBC count, liver
transaminases, alkaline phosphatase and bilirubin as well as
hematuria (urinary RBCs 50/HPF) and pyuria (urinary
WBCs 20/HPF) without casts. Urinary protein was
413 mg/24 h. A positive c-ANCA was detected by indirect
immunoXuorescence assay (IIFA) and was conWrmed to be
IgG anti-PR3 by enzyme-linked immunosorbent assay
(ELISA) at 14 U/ml (negative <6 U/ml). Remaining studies
including chemistries, renal functions, blood counts, coagu-
lation tests, p-ANCA, ANA, hepatitis serology, cryoglobu-
lins and complements were normal. Blood and urine
cultures showed no growth. Chest X-ray was normal and
transthoracic echocardiogram showed no vegetations or
intracardiac source of emboli. Gall bladder ultrasound was
consistent with acute cholecystitis. Skin biopsy showed
leukocytoclastic vasculitis (Fig. 2) with IgA and C3 deposi-
tion by immunoXuorescence.

A diagnosis of adult-onset Henoch–Schonlein purpura
and acute cholecystitis was made. He was treated with
intravenous antibiotics, ERCP guided papillotomy and oral
prednisone 1 mg/kg/day. Upon follow-up at six weeks, he
had complete resolution of his rash and recovery of his sys-
temic symptoms. His renal functions remained stable, while
his hematuria, pyuria and liver functions were improving.

Discussion

Henoch–Schonlein purpura is a systemic immune-com-
plex-mediated vasculitis, more common in children, but
well documented in adults [3]. It is characterized by a tetrad
of purpuric skin lesions, arthralgia, abdominal pain and

E. Boulis (&) · V. Majithia · R. McMurray
Division of Rheumatology, Department of Medicine, 
University of Mississippi Medical Center, Jackson, MS, USA
e-mail: erboulis@yahoo.com
123



494 Rheumatol Int (2013) 33:493–496
nephropathies. Histopathologically skin biopsy characteris-
tically shows leukocytoclastic vasculitis with IgA deposits.
It must be distinguished from clotting disorders, sepsis and
other systemic vasculitic diseases.

Anti-neutrophil cytoplasmic antibodies (ANCA) are a
group of autoantibodies directed against proteins in the
granules of neutrophils and in peroxidase-positive lyso-
somes of peripheral blood monocytes. Studies so far indi-
cate that ANCA are predominantly of the IgG isotype, but
other isotypes also exist, including IgA and IgM [4]. DiVer-
ent target antigens for ANCA were identiWed and include
proteinase 3, myeloperoxidase, elastase, cathepsin G, lacto-
ferrin and lysozyme [5]. The presence of ANCA in patients
with vasculitis was Wrst observed in 1982 by Davies [6].
As ANCA has been well documented in pauci-immune
vasculitis as Wegener’s granulomatosis and microscopic
polyangiitis [1], its presence in immune-complex-
mediated vasculitis, speciWcally HSP, remains controversial.
Whereas some authors have not been able to demonstrate
either IgG or IgA isotypes of ANCA in HSP patients [7, 8],

others have shown IgA ANCA in HSP [9–12] and some
thought these were false-positive results attributed to the
following: (a) the presence of IgA rheumatoid factor [13],
(b) IgA binding to crude granulocyte extracts but not to
puriWed ANCA antigens [14], (c) the occurrence of diVer-
ent lectinic interactions rather than an antigen–antibody
reaction due to abnormal arrangements of IgA carbohydrate
side chains [15]. IgG ANCA was generally found to be
negative in HSP [9, 10]. IgG c-ANCA (anti-PR3) has been
reported in only two cases of HSP [16, 17] (Table 1).

Our case highlights that HSP can be associated with IgG
PR3-ANCA, confounding the diagnosis and making it diY-
cult to distinguish from Wegener’s granulomatosis and other
pauci-immune vasculitis due to the similarities in clinical
presentation. Management of Wegener’s granulomatosis
and HSP is also diVerent; Wegener’s granulomatosis usually
require immunosuppressive agents (e.g. cyclophosphamide,
methotrexate, azathioprine), whereas HSP in most cases
resolve spontaneously with or without the use of corticoste-
roids unless there is severe renal or bowel involvement.

Fig. 1 Multiple palpable purpu-
ric lesions with coalescent 
patches over the foot sole

Fig. 2 Skin biopsy revealed 
dermal inXammatory inWltrate 
centered on vessels with promi-
nent nuclear debris typical of 
leukocytoclastic vasculitis 
(H and E)
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Even though the IgG anti-PR3 was positive in our patient,
he had no upper or lower respiratory tract involvement or
granulomatous vasculitides suggestive of Wegener’s granu-
lomatosis; we so felt that he had primarily HSP and chose to
treat him with steroids only with a good outcome.

ANCAs of the IgG isotype are associated with rapidly
progressive glomerulonephritis, and there has been reports
suggesting an association between ANCA-associated dis-
eases and fulminant IgA nephropathy, the renal-limited
form of HSP [18]. This raises the question of the clinical
and pathological signiWcance of IgG c-ANCA (anti-PR3) in
the setting of HSP and whether identiWcation of these anti-
bodies maybe a potential marker for more aggressive HSP.
This in turn could have potential implications for therapy in
patients with HSP and a positive IgG c-ANCA; for
instance, aggressive treatment of such a variant with pulse
steroids and cyclophosphamide, the regimens used in clas-
sic ANCA-mediated diseases, may decrease the potential of
serious complications.

We conclude that although IgG c-ANCA (anti-PR3) is
highly speciWc for pauci-immune vasculitis, speciWcally
Wegener’s granulomatosis [1], it can occur in immune-
complex-mediated diseases as HSP. Further studies may
establish the causality link between IgG PR3-ANCA and
HSP patients and help tailor management and follow-up
recommendations.

ConXict of interest None.
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