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Letters to the Editors
Type II cryoglobulinaemic 
vasculitis with primary 
Sjögren’s syndrome successfully 
treated with belimumab 
and hydroxychloroquine

Sirs,
Cryoglobulinaemic vasculitis is a small-to-
medium vessel vasculitis caused by cryo-
globulin-containing immune complexes. 
Sjögren’s syndrome (SS) is associated with 
type II cryoglobulinaemic vasculitis. Cheva-
lier et al. previously reported three patients 
with refractory cryoglobulinaemic vasculitis 
with primary SS (pSS) treated with anti-
CD20 therapy and belimumab (1). Addition-
ally, De Vita et al. reported a patient with 
severe SS-related parotid low-grade B-cell 
mucosa-associated lymphoid tissue lympho-
ma (MALT lymphoma) and cryoglobulinae-
mic vasculitis treated with belimumab fol-
lowed by rituximab, who had been in remis-
sion for three and a half years (2). Herein, we 
report a patient with type II cryoglobulinae-
mic vasculitis with pSS, successfully treated 
with belimumab and hydroxychloroquine.
A 27-year-old woman presented with poly-
arthralgia, dry eye, dry mouth, and purpura 
on both the extensor surfaces of the lower 

legs. Laboratory findings included: 1.67 
mg/dL C-reactive protein level, 0.57 mg/dL 
creatine level, 2,432 mg/dL immunoglobu-
lin G level, cryoglobulin positivity, 93.4 U/
mL rheumatoid factor level, and hypocom-
plementaemia (C3 38.0 mg/dL, C4 6.1 mg/
dL), while the patient was negative for anti-
Ro/SS-A, anti-La/SS-B, and anti-hepatitis 
C virus antibodies. Urinalysis with urinary 
sediment examination revealed proteinuria, 
haematuria, red blood cell casts, white blood 
cell casts and granular casts. Renal biopsy 
revealed membranoproliferative glomeru-
lonephritis and computed tomography re-
vealed bilateral bronchiectasis. The patient 
fulfilled the classification criteria for pSS 
according to the 2016 American College of 
Rheumatology/European League Against 
Rheumatism (3) as follows: salivary gland 
biopsy (focus score 1), Schirmer’s test <5 
mm/min, and an unstimulated whole saliva 
flow rate <0.1mL/min. After diagnosis with 
type II cryoglobulinaemic vasculitis with 
pSS, the patient was treated with rituximab 
monotherapy at a dose of 375 mg/m2/week 
for 4 consecutive weeks as induction thera-
py. After induction therapy, proteinuria, po-
ly-arthralgia, and purpura improved; how-
ever, hematuria, red blood cell casts, and 
dysmorphic casts persisted. Maintenance 

therapy with rituximab at a dose of 375 mg/
m2 every 6 months was continued. How-
ever, she also suffered frequent episodes 
of Pseudomonas aeruginosa pneumonia 
due to bronchiectasis, possibly due to pSS; 
thus, rituximab maintenance therapy was 
discontinued. Subsequently, she developed 
purpura and polyarthralgia, and her haema-
turia and dysmorphic casts again worsened. 
Hence, remission reinduction therapy with 
rituximab (375 mg/m2/week) was readmin-
istered for 4 consecutive weeks. Six months 
after the subsequent maintenance therapy 
with rituximab, the patient experienced ana-
phylactic shock due to the infusion reaction 
of rituximab and P. aeruginosa pneumonia. 
Twelve months after the second induction 
therapy, subcutaneous belimumab (200 mg/
week) and hydroxychloroquine (200 mg) 
were initiated as alternative maintenance 
therapies. Surprisingly, fatigue, purpura 
(Fig. 1A), poly-arthralgia, proteinuria, hae-
maturia, and dysmorphic casts (Fig. 1B) 
abated after the combination therapy, and 
the patient has not experienced a relapse of 
cryoglobulinaemic vasculitis or bacterial 
pneumonia for >6 months. Moreover, chest 
computed tomography revealed improved 
ground-glass opacity and consolidation 
(Fig. 1C). 

Fig. 1. A: Purpura on the lower legs before and 5 months after the hydroxychloroquine and belimumab administration. B: The clinical course of the present patient. C: Chest CT 
before and 5 months after the hydroxychloroquine and belimumab administration showing improvement of ground-grass opacity, granular shadow, and consolidation in both lungs.
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This is the first reported case of refractory 
type II cryoglobulinaemic vasculitis associ-
ated with pSS successfully controlled with 
belimumab and hydroxychloroquine, even 
after discontinuation of rituximab. Serum 
B-lymphocyte stimulator (BLys) levels are 
elevated in patients with mixed-cryoglo-
bulinaemic syndrome (4). Therefore, be-
limumab has been indicated as a potential 
therapy for cryoglobulinaemic vasculitis 
(5). Combination therapy with rituximab 
and belimumab has also been suggested as a 
potential therapy for SS (6, 7), as rituximab 
accelerates BLyS upregulation. In patients 
with systemic lupus erythematosus, beli-
mumab and hydroxychloroquine are recom-
mended therapies for cutaneous manifesta-
tions (8). Additionally, hydroxychloroquine 
is sometimes used for the treatment of ar-
thritis in hepatitis C-associated mixed cryo-
globulinaemic vasculitis (9). This patient 
experienced a relapse of cryoglobulinaemic 
vasculitis approximately ten months after 
the second induction therapy with rituximab 
and successfully achieved remission with 
belimumab and hydroxychloroquine. This 
case also implies that this treatment is rec-
ommended for patients susceptible to infec-
tion or allergic to rituximab.
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