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When skin and lung meet
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1. Case description

A 50-year-old male, heavy smoker (>30 p/Y), presented to E.R. 
because of chest pain. In his recent clinical history, he had relapsing 
papular-purpuric small lesions in the limbs, trunk and arms accompa
nied by burning sensation. After the exclusion of ST elevation myocar
dial infarction (STEMI), cardiac MRI was performed, showing mild left 
ventricle dysfunction (EF 41 %), and myocardial oedema in the septum 
and in the basal to middle antero-lateral wall, suggestive of acute 
myocarditis. (Fig. 1a). Cutaneous biopsy documented moderately dense 
superficial and deep perivascular and interstitial infiltrate of neutro
phils, including abundant nuclear “dust of neutrophils” and lympho
cytes, around the venules (leukocytoclastic vasculitis) (Fig. 1b and c). 
The patient started steroid treatment; however soon after decalage of 
therapy, laboratory test showed a rapidly progressive renal failure, 
glomerular microhaematuria without protein loss. Low C3-C4 levels, 
positive ANA, type 3 cryoglobulinemia were also seen. Renal biopsy 
documented a severe mesangial expansion and proliferating epithelial 
cells with scattered embedded leukocytes within the Bowman capsule 
(crescents). Immunofluorescence and electron microscopy showed 
granular subendothelial and mesangial deposits consisting of IgG,IgM, 
C3, C1 q. Eventually respiratory failure appeared with pletismography 
documenting a severe fixed airflow obstruction, significant hyperinfla
tion and decrease of DLCO (Fig. 1d). Chest CT scan showed severe hy
perinflation, scattered centrilobular nodules, and a diffuse mild 
thickening of the bronchial walls (Fig. 1e–g). Autoantibodies to the 
collagen-like region of C1q were detected in the serum.

2. What is the diagnosis?

The presence of cutaneous leukocytoclastic vasculitis along with 
myocarditis and progressive glomerulonephritis were all considered 
manifestations of an underlying autoimmune disorder. Radiological 

findings suggested a constrictive bronchiolitis, confirmed by ple
tysmography. An infectious cause for bronchiolitis was ruled because of 
symptoms profile (no recent episodes of fever) and negative serologic 
tests. Swyer-James syndrome was excluded as it is characterized by 
unilateral radiographically hyperlucent lung and is paucisymptomatic. 
So, the final diagnosis was HUVS (McDuffie syndrome), a rare leuko
cytoclastic vasculitis characterized by recurrent urticarial lesions, 
hypocomplementemia, possible systemic symptoms such as fever, ar
thralgias, arthritis, abdominal pain as well as ocular, renal, pulmonary 
and gastrointestinal involvement [1].

HUVS is triggered by the production of antibodies against a collagen- 
like region on C1q leading to formation of antigen– antibody complexes 
and activation of complements, C3a and C5a and perivascular deposi
tion. When pulmonary involvement is present, up to 50 % of patients 
typically presents as chronic obstructive lung disease, likely due to the 
synergistic association of pulmonary vasculitis, emphysema worsened 
by tobacco exposure, and a specific role of anti-C1q antibodies that 
could bind to collagen-like regions of the surfactant and contribute to 
alveoli destruction [2]. A recent consensus panel of experts, proposed a 
treatment algorithm based on the Urticarial Vasculitis Activity Score 
(UVAS). In patients with more severe symptoms (UVAS>7), they suggest 
immunosuppressive therapy such as omalizumab or even better ritux
imab, and systemic corticosteroids [3].
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Fig. 1. a. Cardiac MR shows oedema in mid to apical lateral wall (a, four-chamber STIR image). b-c. Skin biopsy:leukocytoclastic vasculitis characterized by su
perficial dermal perivenular inflammatory infiltrate of neutrophils, scattered lymphocytes and few eosinophils, in the inset dust of neutrophilic in the inflammatory 
infitrate is evident. d. Plethysmography shows severe fixed airflow obstruction, significant hyperinflation and decrease of DLCO. e-f Axial and coronal CT scan of the 
chest shows significant hyperinflation, scattered centrilobular nodules and thickening of bronchial wall. g. Expiratory CT scan shows similar density and volumes of 
the parenchyma if compared with the inspiratory scan, due to a severe and diffuse air trapping.
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