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Figure. A, Two deep ulcers of the right mid-lower back with erythematous borders. B, Hematoxylin and eosin stain
(original magnification x 5). C, Hematoxylin and eosin stain (original magnification x 200). D, Hematoxylin and eosin stain
(original magnification x 200).

A man in his 60s who was a former smoker with a medical history of chronic obstructive

pulmonary disease, type 2 diabetes, chronic kidney disease, anemia, and cervical myelopa- WHAT IS YOUR DIAGNOSIS?
thy experienced low-grade fevers, unintentional 80-pound weight loss, productive cough,
and development of cutaneous ulcers over a 6-month period after cervical spine fusion. Two A. Disseminated tuberculosis

ulcers developed at the surgical site, and 2 similar ulcers developed on his back shortly af-
ter cyst excision. He had been recently diagnosed with lung cancer based on computed to-
mographic (CT) and positron emission tomographic imaging showing an enhancing, hyper-
metabolic, 7-cm cavitary right upper lobe mass with mediastinal adenopathy. A chest x-ray
6 months prior revealed negative results. A few days after establishing care, he presented
to the emergency department with extreme weakness and intolerable pain related to his C. Disseminated nocardiosis

ulcers. Physical examination revealed an ill-appearing man. In the right upper lobe, there

were decreased breath sounds with clear auscultation in the remaining chest. On the right D. Granulomatosis with polyangiitis
anterior neck were two, 3- to 4-cm tender ulcers extending to the deep subcutaneous fat

with erythematous, friable borders (Figure). On his back were 2 similar 2- to 2.5-cm ulcers.

Inflammatory markers were notably elevated. A complete autoimmune panel, indirect

immunofluorescence assays, enzyme immunoassays for antineutrophil cytoplasmic anti-

bodies (c-ANCA)/proteinase 3, antineutrophil cytoplasmic antibody/myeloperoxidase, a

quantiferon gold test, cultures of blood, broncheoalveolar washings, and tissue analysis were

performed. Only c-ANCA testing revealed positive results. A CT scan of the sinus showed

multiple bony defects and acute and chronic sinusitis. A transbronchial biopsy of the lung

and excisional biopsy of the skin bridge between back ulcers were performed.

B. Paraneoplastic pyoderma
gangrenosum
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Diagnosis
D. Granulomatosis with polyangiitis

Microscopic Findings and Clinical Course

Histopathologic evaluation of the excisional skin biopsy demon-
strated deep ulceration with associated small and medium vessel leu-
kocytoclastic vasculitis, necrosis and abundant infiltrating neutro-
phils. Transbronchial biopsy results showed acute and necrotizing
granulomatousinflammation. Pulse dose corticosteroids and intra-
venous rituximab were started, which stabilized and improved his
condition. At 5-month follow-up, the lung and cutaneous lesions had
substantially healed, and no new lesions had developed. No malig-
nant abnormalities of the lungs were present.

Discussion
Granulomatosis with polyangiitis (GPA), formerly called Wegener
granulomatosis, is a rare autoimmune disease often associated with
¢-ANCA and manifests as widespread granulomatous inflammation
and necrotizing vasculitis commonly involving the upper and lower
respiratory tracts and kidneys.! Skin involvement can occur in up to
50% of patients, with primary skin lesions presenting up to 25% of
the time.2* A subset of the primary skin lesions is pyoderma
gangrenosumlike ulcers, aninitial feature in about 5% of cases." Other
cutaneous manifestations include palpable purpura, papules, vesicles,
and bullae.

Histologic tissue examination demonstrates small and medium-
vessel leukocytoclastic vasculitis with a mixed acute and chronic, nec-

rotizing inflammatory infiltrate with a variable degree of granuloma-
tous inflammation. The histopathologic findings of GPA are not spe-
cificand may be seen in infectious or other autoimmune diseases, it
is therefore important to consider the distribution of the disease pro-
cess and laboratory findings. This patient was comprehensively evalu-
ated with a complete autoimmune panel and batteries of studies
searching for bacterial (especially mycobacterial), fungal, viral, and
parasitic organisms, which eliminated an infectious etiology.

Pyoderma gangrenosum, as an idiopathic or paraneoplastic pro-
cess, was originally in the clinical differential diagnosis. It is a diag-
nosis of exclusion with potential for misdiagnosis if a true etiology
for cutaneous ulceration exists yet is never discovered. The pathol-
ogy inour case is most consistent with GPA, a sterile vasculitis rather
than a sterile neutrophilic dermatosis. The overall diagnosis in this
case was multifactorial and based on clinical presentation (ie, sinus
and lung involvement), laboratory test results (ie, positive c-ANCA
and negative workup for infection, malignant abnormalities, etc), and
skin biopsy, all of which pointed to a diagnosis of GPA.

Generalized GPA is rapidly progressive with death occurringan
average of 5 months after presentation without adequate immune
suppressive and/or modulating therapies.'® Therapeutic regimens
depend on disease severity, including extent of involvement and de-
gree of end-organ damage. Systemic corticosteroids are first line
therapy and are often combined with cyclophosphamide. Addi-
tional therapies include tacrolimus and rituximab. As with this pa-
tient, recovery is often slow, requiring close clinical follow-up to en-
sure patient improvement and long-term stability.
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