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An unusual clue in the diagnosis of 
primary Sjogren’s syndrome
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CASE REPORTS

ABSTRACT
Sjogren’s syndrome (SSj) is a chronic autoimmune disease mainly targeting the exocrine glands, but sometimes associating 
extra-glandular manifestations. Xerosis, purpura, Raynaud’s phenomenon, cutaneous vasculitis, annular erythema are 
the main forms of skin involvement.
A 26-year-old female patient was admitted for diffuse erythematous rash and angioedema, xerophthalmia and symmetrical 
arthralgia of hand joints. Anti-nuclear antibodies, anti-SSA and anti-Ro52 antibodies were identified, Schirmer’s test was 
positive, thus the diagnoses of primary SSj and associated urticarial vasculitis were established. Treatment with oral 
methylprednisolone, azathioprine and hydroxychloroquine was initiated, with favourable response over the next week. 
Patients with primary SSj that develop cutaneous vasculitis, lymphadenopathies or lymphopenia may be at risk for 
additional extra-glandular manifestations, including non-Hodgkin lymphoma.
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INTRODUCTION

Sjogren’s syndrome (SSj) is a chronic autoimmune 
inflammatory disease primarily affecting the exo-
crine glands and leading to their functional impair-
ment. Serum autoantibodies are present in the ma-
jority of patients with SSj and can be associated with 
specific clinical presentations, possibly contributing 
directly to the patients’ phenotype [1].

Although SSj typically presents with xerophthal-
mia and xerostomia, a number of patients may de-
velop extra-glandular manifestations. These include 
skin and joints, visceral organs, or the nervous sys-
tem. 

Among the cutaneous involvement, patients can 
present with skin dryness, annular erythema, cuta-
neous vasculitis, livedo reticularis or signs of lymph-
oproliferative transformation like nodular cutane-
ous amyloidosis [2].

Urticarial vasculitis (UV) is a rare presentation, 
exhibiting recurrent wheals persisting for more than 

a day and resolving with hyperpigmentation of the 
skin. It is difficult to differentiate from chronic idio-
pathic urticaria, however urticarial vasculitis injures 
small vessels, showing signs of leukocytoclastic vas-
culitis on histological examination. A number of con-
ditions have been proven to trigger UV, such as drugs, 
infections but also associated autoimmune rheumat-
ic diseases (SSj, systemic lupus erythematosus or 
rheumatoid arthritis). Moreover, UV can be the man-
ifestation of a paraneoplastic syndrome, including 
haematological malignancies or colon adenocarcino-
ma [3]. 

Angioedema is a condition that can be potentially 
life-threatening and is classified as allergic, heredi-
tary, acquired autoimmune or idiopathic. Acquired 
angioedema triggered by bradykinin is oftenly asso-
ciated with the presence of antibodies against C1-in-
hibitor or increased use of C1-inhibitor in malignan-
cies or autoimmune conditions [4]. 
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We report a rare case of idiopathic angioedema, 
normocomplementaemic urticarial vasculitis and as-
sociated Sjogren’s syndrome. 

CASE PRESENTATION

A 26-year-old female patient, with no prior signif-
icant medical history was addressed to the Rheuma-
tology Department for diffuse erythematous macular 
rash (Figure 1) and lip angioedema (Figure 2). Multi-
ple intermittent episodes repeated over the last three 
months. She complained of recently installed xeroph-
thalmia and arthralgia in small joints of the hands. 

FIGURE 1.  - Erythematous macular rash over the hands, trunk

Physical examination confirmed non-pruritic in-
durated wheals over the upper and lower limbs and 
trunk (Figure 1) that lasted for more than 24 hours 
and resolved with local hyperpigmentation. Subman-
dibular lymphadenopathies were identified but the 
patient denied fever, chills or recently confirmed in-
fectious diseases. At the time of examination, she ex-
hibited no peripheral arthritis. 

Upon admission, she was under no chronic medi-
cation, no new food ingestion was mentioned and no 
significant family history regarding allergies.

FIGURE 2.  -  Lip angioedema
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Initial blood tests disclosed lymphopenia and ele-
vated inflammatory markers (erythrocyte sedimen-
tation rate ESR 38 mm/hour, C-reactive protein CRP 
90 mg/dl, fibrinogen 490 mg/dl). Hypergammaglobu-
linemia with high IgG levels was confirmed by serum 
protein electrophoresis.

The immunological tests showed positivity of an-
ti-nuclear (ANA), anti-SSA and anti-Ro52 antibodies. 
The rheumatoid factor RF, anti-citrullinated protein 
antibodies ACPA as well as c-ANCA and p-ANCA anti-
bodies were negative. Complement fractions C1q and 
C4 were normal, while C3 was moderately lower than 
the reference value. Cryoglobulins were also tested 
and came back negative.

Ophthalmic examination confirmed an intensely 
positive Schirmer’s test in both eyes. Additionally, sal-
ivary gland ultrasound described homogeneous glan-
dular parenchyma with few areas of inhomogeneity 
without anechoic or hypoechoic areas, which corre-
sponded to an OMERACT grey-scale scoring system 
for SSj of 0-1. Three submandibular lymphadenopa-
thies were observed, the largest of them with a diam-
eter of 1.5 cm. 

Taking into consideration the clinical presenta-
tion (ocular dryness), the serological tests (positivity 
of anti-Ro/SSA antibodies, hypergammaglobuline-
mia, inflammatory syndrome), the ophthalmologic 
examination which confirmed the eye dryness, the 
diagnosis of primary Sjogren’s syndrome was estab-
lished, according to the ACR/ EULAR classification cri-
teria, scoring 4 points. 

The concomitant onset of rash, arthralgia and 
lymphadenopathies made the cutaneous manifesta-
tions to be further assessed in the clinical setting of 
the above diagnosis.

At the same time, extensive screening for infec-
tious diseases was performed. Viral hepatitis, HIV in-
fection, syphilis, Borrelia infection were excluded. In 
addition, thyroid function was assessed and thyroid 
hormone levels were optimal and anti-TPO and an-
tithyroglobulin antibodies were negative. Further 
imagistic assessment including abdominal ultra-
sound and chest X-rays showed no particular fea-
tures.

Since the common aetiologies for urticarial le-
sions, namely infections, medications, biting insects 
were ruled out and the screening for ANCA-associat-
ed vasculitides, autoimmune thyroid disease, system-
ic lupus erythematosus, rheumatoid arthritis turned 
out negative, SSj-associated cutaneous vasculitis was 
indicated as the most likely diagnosis. A skin biopsy 
was required in order to confirm the diagnosis, but 
the patient refused the procedure.

Once systemic involvement was excluded and the 
diagnosis of single-organ cutaneous small vessel vas-
culitis has been made, the treatment with oral meth-
ylprednisolone, azathioprine and hydroxychloro-

quine was initiated, with favorable response over the 
following weeks. Dapsone and colchicine were also 
considered but rapid resolution of muco-cutaneous 
lesions made them redundant at the time.

DISCUSSION

SSj may intricate with several skin findings, name-
ly xerosis, purpura, Raynaud’s phenomenon, cutane-
ous vasculitis or annular erythema that represent the 
most frequent forms of presentation [5]. Cutaneous 
vasculitis occurs in 4 to 10% of patients with primary 
SSj, with palpable purpura being the most common 
sign, but urticarial lesions or ulcerations are also pos-
sible. They are typically distributed over the lower 
extremities, while urticarial lesions may also be dis-
played over the arms, trunk or face. Urticarial vascu-
litis can be either normocomplementaemic or hypo-
complementaemic, the latter being more frequent, as 
in the presented case. Both types may be associated 
with systemic symptoms such as angioedema or joint 
pain [6]. 

Evidence based data support the fact that skin 
vasculitis is more common in patients with anti-Ro 
and anti-La antibodies compared to patients with 
negative serology [7]. The high frequency of the asso-
ciation between cutaneous vasculitis and antibodies 
to the Ro/ SSA antigen imposes careful differential 
diagnosis between Sjogren-associated skin manifes-
tations and purpura in the context of Waldenstrom’s 
disease. The latter entity might be primary or second-
ary to SS or other pathologies. Even so, the clinical 
aspect of the red wheals and angioedema in our case 
is highly suggestive for hives. 

The development of cutaneous vasculitis as well 
as lymphadenopathies or lymphopenia may repre-
sent additional risk factors for other extra-glandu-
lar manifestations, including lymphoma [8]. On the 
other hand, further predictors for developing lym-
phoma include low C4, serum beta2-microglobulin, 
splenomegaly, monoclonal immunoglobulins, rheu-
matoid factor which were absent in our patient [9].

Presence of cryoglobulins increases even more 
the risk of lymphoma, peripheral nerve and renal in-
volvement, which makes it an important parameter 
to assess during future follow-up visits [10]. 

Antihistamines or non-steroidal anti-inflammato-
ry drugs may be used in order to relieve symptoms, 
but treatment depends on the systemic involvement 
and the evolution of lesions over time. While normo-
complementaemic urticarial vasculitis can resolve 
on its own, the hypocomplementaemic form often 
requires dapsone, colchicine, hydroxychloroquine or 
corticosteroids [11]. Up to present, there is no stand-
ard of care, but azathioprine, cyclophosphamide or 
cyclosporin may also be considered in case of refrac-
tory or severe disease.
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CONCLUSIONS

The present case illustrates an unusual skin man-
ifestation at Sjogren’s syndrome onset. Cutaneous 
changes can be frequently overlooked because of the 
more prominent dryness symptoms. Even so, the in-

creased risk of non-Hodgkin lymphoma or life-threat-
ening vasculitis should be considered in the context 
of SSj. Certain clinical and paraclinical markers can 
be paramount tools for predicting the risk of compli-
cations in SSj and should be repeated during patient 
follow-ups.
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