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Letters to the Editors
Treatment of refractory 
hypocomplementaemic urticarial 
vasculitis syndrome progressing 
to systemic lupus erythematosus 
with belimumab

Sirs,
Hypocomplementaemic urticarial vasculi-
tis syndrome (HUVS) is a leukocytoclas-
tic vasculitis characterised by urticarial 
lesions, frequently associated with fever, 
musculoskeletal disease and abdominal 
pain. Other manifestations include nephri-
tis, uveitis, episcleritis, chronic obstructive 
pulmonary disease and neurological ab-
normalities (1, 2). HUVS cases associated 
with systemic lupus erythematosus (SLE) 
have been described, HUVS appearing 
prior to SLE is infrequent (3). Moderate/
high doses of glucocorticoids (GC), dap-
sone, colchicine and hydroxychloroquine 
have been demonstrated as the most effec-
tive treatments for HUVS (1, 4). Immuno-
suppressive therapies such as methotrex-
ate, azathioprine, cyclophosphamide and 
rituximab may be considered in refractory 

cases. Belimumab inhibits the binding of 
soluble B-lymphocyte stimulator (BLyS) to 
B-lymphocytes. It is the only monoclonal 
antibody approved non-renal SLE treat-
ment (5).
We report a 55 years-old Caucasian male 
diagnosed with HUVS in 2005. On his first 
presentation, he had purpuric papules and 
haemorrhagic skin lesions on arms, trunk 
and legs, with no other clinical signs of dis-
ease in the physical examination. Hypoc-
omplementemia C3/ C4 was observed. His 
medical history was inconspicuous besides 
being a former smoker, with no family his-
tory of rheumatic/inflammatory disease.
The initial workup of HUVS diagnosis 
included a skin biopsy with a histological 
examination, which revealed swelling of 
vessel walls in the papillary dermis. Direct 
immunofluorescence identified deposition 
of IgG/IgM/IgA in small vessel walls of the 
upper dermis; these findings were consist-
ent with leucocytoclastic vasculitis. The 
manifestations were limited to the skin. 
HUVS was refractory to GC, fexofenadin, 
dapson, cyclosporine, hydroxychloroquine 
(HCQ), infliximab, mycophenolate-mofetil, 

high doses intravenous immunoglobulins 
and rituximab, the latter inducing a severe 
anaphylactic reaction. No significant im-
provement of the skin lesions was achieved 
by any of these treatments, but lesions then 
gradually ceased with marked hyperpig-
mentation.
However, several years later HUVS again 
worsened (Fig. 1 A-C) and new symp-
toms appeared. He developed polyarthri-
tis affecting hands and elbows, as well 
as intermittent acrocyanosis, dyspnoea, 
palpitations, chest pain and fatigue. The 
laboratory showed elevated erythrocyte 
sedimentation rate, C-reactive protein, an-
tinuclear antibodies (ANA, 1:3200), C1q 
antibody, leukopenia, hypocomplementae-
mia and proteinuria. Anti-double stranded 
DNA, anti-Sm, anti-Ro60/ Ro52 and an-
tiphospholipid-antibodies as well as lupus 
anticoagulant were negative, D-dimer and 
coagulation parameters were found normal. 
The combination of skin lesions, arthritis, 
ANA, hypocomplementaemia and leukope-
nia enabled SLE diagnosis according to the 
2019 European League against Rheuma-
tism/American College of Rheumatology 

Fig. 1. A-C: HUVS skin 
lesions prior to commence-
ment of belimumab treat-
ment. 
D-F: HUVS skin lesions af-
ter 12 weeks of belimumab.
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classification criteria (6). Echocardiogra-
phy showed high-grade tricuspid and mi-
tral regurgitation and high-grade bicuspid 
aortic valve insufficiency explaining the 
dyspnoea and suggesting SLE heart in-
volvement. Treatment with GC and HCQ 
(5 mg/d and 400 mg/d, respectively) was 
started, but the arthritis progressed toward 
a Jaccoud’s arthropathy (JA) with manifest 
metacarpophalangeal and interphalangeal 
deformities. HUVS lesions remitted and 
recurred at short intervals and addition-
ally a lupus rash developed in the face. A 
skin biopsy was performed and revealed a 
low inflammatory stage of cutaneous lupus 
erythematosus with areas of skin atrophy. 
Based on failure of GC/HCQ we started 
belimumab (10 mg/kg i.v./4 weeks). After 
12 weeks of treatment his HUV symptoms 
and polyarthritis significantly improved 
and glucocorticoids were suspended (Fig. 1 
D-F). Treatment with belimumab and HCQ 
was well tolerated. Heart valve reconstruc-
tion is currently being planned.
HUVS is poorly characterised. It can be 
associated with SLE, described in 7% to 
8% of SLE patients (1, 3). Little is known 
about the therapy of HUVS and this case 
shows that it responds promptly to beli-
mumab treatment supporting its autoim-
mune pathogenesis. Starting belimumab 
was not solely based on the worsening of 

HUVS but triggered by multi-organ mani-
festations (skin, joint, heart). HUVS with 
valvular heart disease and JA has been de-
scribed (7, 8) and requires fast intervention. 
This case suggests that HUVS associated 
with SLE can be an indication for the start 
of belimumab treatment. 
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