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An 8-year-old boy was admitted to the dermatology depart-
ment for diagnosis of eyelid swelling with accompanying 
lacrimal gland inflammation that had been present for 
over 18 months. Since the beginning of his symptoms the 
patient had been repeatedly hospitalized and diagnosed in 
numerous hospital wards. Previous laboratory tests showed 
strongly positive anti-nuclear antibodies, but no perinuclear 
anti-neutrophil cytoplasmic antibodies, cytoplasmic anti-
neutrophil cytoplasmic antibodies, rheumatoid factor or 
IgG4 antibodies. Epstein-Barr virus, HIV and Toxocara 
canis infection were excluded. Schirmer’s test was nega-
tive. Magnetic resonance imaging of the orbits and salivary 
glands revealed enlargement of the left submandibular 
and parotid glands, enlargement of both lacrimal glands, 
enlargement of submandibular lymph nodes and massive 
inflammatory changes of the paranasal sinuses.

On admission to our ward the patient presented with non-
painful, non-itchy cohesive oedema of both upper eyelids 
with the presence of xanthelasma (Fig. 1). 

Laboratory analyses excluded dermatomyositis. A subtle 
presence of anti-Sjögren’s-syndrome-related antigen A auto-
antibodies and a lack of anti-Sjögren’s-syndrome-related 
antigen B autoantibodies were detected in the extractable 
nuclear antigens profile. Significantly positive centromere 
protein B, eosinophilia and negative antigliadin antibodies, 
anti-tissue transglutaminase antibodies, anti-endomysial 
antibodies were found. One month later, laboratory diag-
nostics revealed elevated proinflammatory protein serum 
amyloid A and serum IgG4. Histopathological analysis of a 
biopsy from the labial gland showed IgG4 deposits. Ultra-
sonography imaging revealed enlarged submandibular and 

parotid glands with very numerous enlarged lymph nodes 
in the area of these glands. An irregular hypoechogenic 
area was found in the left submandibular salivary gland. 
Positron emission tomography examination demonstrated 
increased metabolism of 18f-fluorodeoxyglucose tracer in 
the salivary glands, lacrimal glands and lymph nodes of 
the diaphragm, stomach and peritoneum. During gastro-
scopy mucosal sections were taken, which revealed chronic 
inflammation (mononuclear infiltration) and infiltration of 
IgG4-positive cells.

What is your diagnosis? See next page for answer.
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Fig. 1. A cohesive, symmetrical oedema within both upper orbital 
margins and eyelids with the presence of xanthelasma in the medial 
part of the eyelids. Written permission from the patient is given.
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Diagnosis: Mikulicz’s disease

The disease was described in 1888 by Jan Mikulicz- 
Radecki, the “father of surgery”, head of the Surgery Depart-
ment at Jagiellonian University, Kraków 1882–1887, at the 
University of Königsberg 1887–1890 (formerly Krolewicz, 
Poland, currently Kaliningrad, Russia) and from 1890 to 
1905 at the University of Breslau (currently Wrocław) (1). 
Due to the clinical and histological similarity, Mikulicz’s 
disease (MD) has been identified in the past as a subtype 
of Sjögren’s syndrome (SS). However, the discovery and 
systematization in the 21st century of IgG4-related diseases 
(IgG4-RD) has given grounds for the independent categori-
zation of MD (2, 3). IgG4-RD covers a group of multi-organ 
immune-mediated conditions whose clinical features often 
mimic a variety of malignant, infectious, and inflammatory 
disorders (4). 

Helpful tools for differentiating IgG4-RD from other 
diseases are the guidelines developed in 2019 by American 
College of Rheumatology (ACR) and European League 
Against Rheumatism (EULAR) (5). The authors of these 
documents caution that the criteria are not intended for use 
in clinical practice as a basis for establishing a diagnosis of 
IgG4-RD. Therefore, IgG4-RD can be diagnosed even in 
patients who fail to fulfil the ACR/EULAR classification 
criteria (5). MD is often confused with other conditions of 
the IgG4-RD group (Küttner’s tumour) or other diseases, 
such as lymphoma, SS, MALT or sarcoidosis (4, 6). The 
characteristic features of IgG4 group diseases are inflam-
matory infiltration, fibrosis and pseudotumour formation in 
single or multiple organs, including the pancreas, bile ducts, 
lungs, aorta, retroperitoneal space, lymph nodes, lacrimal 
glands, oculomotor muscles and orbit (7). The head and 
neck is the one of the most common sites of lesion localiza-
tion in IgG4-RD (7, 8). 

There are no established main or secondary criteria for 
diagnosis of MD. Basically, the differentiation of MD is 
based on: (i) general features of IgG4-RD diseases, as well 
as (ii) a predilection for some more specific symptoms: 
• typical localization and character of lesions (symmetrical 

involvement of the submandibular and parotid glands and 
the lacrimal gland. The enlarged glands are not painful 
and (often) function normally. The swellings are persistent 
and persist for more than 3 months) (2);

• increased serum IgG4 concentration (this criterion is not 
necessarily required to be fulfilled in all IgG-RD) (5);

• characteristic changes in histopathological examination 
(pathognomonic symptoms for IgG4+ diseases: the abun-
dant infiltration of IgG4-positive cells, storiform fibrosis).
Several papers have reported associations of rhinosinu-

sitis with MD (9–11). The literature describes many other 
symptoms more or less typical for MD. The most important 

of them, in relation to the case reported here (along with 
the differentiation with SS), are summarized in Table SI1.

It has been found that MD is the most common mani-
festation of IgG4-RD in childhood (12). Patients with MD 
respond well to glucocorticosteroids treatment; however, 
too rapid dose reduction leads to recurrence of disease 
symptoms. Thus, the recommended period of dose reduction 
is between 3 and 6 months (13). It is of utmost importance 
to note that the clinical picture of MD becomes clearer with 
the duration of the disease; hence symptomatology at an 
early stage of the disease may be incomplete. This causes 
additional difficulties in establishing the correct diagnosis 
(13). In the current case, SS was suspected on several oc-
casions. Undoubtedly, the initial progress of the disease 
was deceptive; however, prospective analysis confirmed 
the diagnosis of MD.
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