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Melkersson-Rosenthal syndrome (MRS) is a rare 
disease characterised by recurrent orofacial swelling, 

-
ever, cases in which the patient experiences all the three 
symptoms are relatively rare (in app. 8–25% of all cases). 
The clinical picture is dominated by incomplete and 
monosymptomatic forms [1–7]. The latest reports on MRS 

100,000 people. However, the number of MRS incidences 
is believed to be higher becuase the syndrome is often 
misdiagnosed or diagnosed incompletely [6].

Typically, the MRS symptoms appear in the second and 
third decades of life, but they may also manifest regard-
less of age, also the paediatric population [4, 6, 8]. Some 

prevalence of the disease in both sexes [1], others indicate 
that MRS is more frequent in women (suspected impact of 
female sex hormones as an aetiopathogenetic factor) [6]. 

The most common symptom of MRS is swelling of the 
soft facial tissues (mainly the upper and lower lip), which 
is found in 75–100% of patients. The swelling is painless, 
appears suddenly, and lasts for a few days. However, 
with time it tends to recur and becomes chronic [1, 4]. 
Oedema may also include mucous membranes of the 
cheeks and palate, gums, and the eyelids, forehead, and 
chin areas [4, 6]. Facial nerve palsy is found in 30–90% 
of patients. It is usually one-sided, recurrent, and can be 
partial or complete [1, 4]. It is associated with a worse 

of patients. Its presence in the healthy population is esti-
mated to range from 5% to 10% [1, 4]. In MRS, the tongue 
is enlarged, swollen, and stinging, with a marked middle 
furrow and cracks on the dorsal surface. The symptom 
is sometimes accompanied by taste disorders, impaired 

the classic triad of MRS symptoms, swollen lymph nodes, 
mainly in the chin and submandibular areas, can be ob-
served [4]. Oedema of the genital and anal regions is rare 
but has also been reported in a few MRS patients [7, 10].

diagnosis of this rare disease [2].
The aim of this case report was to present the patient 

symptoms appeared during treatment with etanercept. 
With the purpose to establish the diagnosis and prepare 
the case description the authors used diagnostic meth-
ods: biopsy, patch tests, laboratory tests, and diagnostic 
imaging.

A 55-year-old woman presented with a persistent 
oedema of the upper lip, which had occurred 5 months 
earlier and showed no response to treatment with anti-
histamines, glucocorticosteroids, and topical tacrolimus. 

-
litis for over 20 years, accompanied by arterial hyperten-
sion and hypothyroidism. Individual and family history 
of dermatological diseases were negative. The patient 
remained under constant rheumatological care. In the 
course of the underlying disease, she was treated with 

-
fasalazine, adalimumab, and etanercept (the latter being 
administered since 2012 – the last treatment round had 
been conducted for the 4 months before her visit to our 
Department). 

be noticed in the physical examination. There were no 
changes of oral mucosa, no enlargement of peripheral 
lymph nodes, and no features of facial nerve palsy. The 
patient reported periodic burning of the lips and tongue 
area. Laboratory examinations of blood and urine re-
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vealed no abnormalities. Patch tests performed with 
a European Standard Series of potential contact allergens 
were negative. Also, abdomen ultrasound and thyroid ul-
trasound, as well as chest X-ray were normal.

An excision from the upper lip, more precisely from 
the joint line of the vermillion border and the mucosa, 
was taken. Histopathological examination revealed thick-

propria. In its deeper layers, formation of small granulo-
mas with a single giant cell could be observed (Figures 2 
A, B). On the basis of the clinical picture as well as the 
histopathological examination, the MRS was diagnosed.

A decision to modify the biological treatment was 
made. It was driven by the suspicion of induction of 
the MRS by etanercept, and the literature reports on 

at a dose of 400 mg every 8 weeks was included to the 

-
-

tion could be observed after a 10-month therapy with 

the inclusion of additional treatment. At the hospital, the 
patient was also consulted with an ophthalmologist, who 

Chloroquine treatment was continued on an outpatient 

the patient achieved a gradual, partial improvement of 
her clinical condition, particularly in terms of subjective 
ailments such as burning (Figure 3). 

The patient is now under constant dermatological 
and rheumatological care and continues to receive ther-

-
ersson, who documented a case of a patient with co-

Figure 1 A, B. 
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Figure 2. A
B
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occurring swelling of soft facial tissues and facial nerve 
palsy. Three years later, Rosenthal reported on the third 

Having the same histopathological images as the MRS, 
cheilitis granulomatosa, described in 1945 by Miescher, is 
often considered to be a monosymptomatic form of the 
MR syndrome [1, 2, 4, 6]. Other similarities between the 
two diseases are, among others, chronic and recurrent 
nature or resistance to treatment [1].

In 1985, Wiesenfeld et al. introduced the term orofa-
cial granulomatosis (OFG), including cheilitis granuloma-
tosa and MR syndrome to this group [12]. The term covers 
the spectrum of orofacial diseases that are characterised 
by the occurrence of soft tissue oedema around the face 
and mouth, and whose histopathological examination 
confirms the presence of non-necrotising granulomas 
[13]. A similar clinical picture may be a manifestation of 

-
cording to some authors, cheilitis granulomatosa is some-
times present several years before the intestinal changes 

is a parenteral manifestation of this disease [9].
The exact aetiology of MRS is not known yet. How-

infectious, and allergic factors [6, 8, 9]. Some literature 
research reports that autoimmune dysregulation may 
play a part in the aetiopathogenesis of MR syndrome  

autoimmune diseases, such as multiple sclerosis or 
-

dition, the presence of granulomas in the histopathologi-
cal image makes it possible to consider MRS as a disease 

A possible relationship between etanercept treatment 
for ankylosing spondylitis and MR syndrome is assumed 
in the patient presented in the study. In 2013, Gaudio  
et al. described an interesting case of a 42-year-old 
woman with MRS, who was treated with etanercept for 

only report of this kind in the medical literature. Etan-

tumour necrosis factor  (TNF- ) inhibitors. TNF- is 

monocytes, macrophages, and T lymphocytes. With its 
-

tion of granulomas [3, 11]. It seems that in anti-TNF-treat-
ed patients, sarcoid granulomatous reactions of various 
kinds are observed more frequently for a soluble receptor 
in the dimeric form than for the anti-TNF-  monoclonal 

biological properties in comparison to medicines such as 

Due to its unclear aetiology, treatment of the MR syn-
-

tance to the applied pharmacotherapy and risk of recur-
rence of symptoms [2]. So far, no standardised therapy 

scheme has been developed, and the choice of treatment 
is largely based on reports from already published cases 
[9]. The treatment uses, among others, non-steroidal  

-
coids, applied both locally and systemically [2, 8]. Howev-
er, such therapy did not produce any improvement in the 
clinical condition of the patient described in the study. 
Immunosuppressive drugs, such as methotrexate, anti-
biotics, or antimalarials, are also used in the treatment 
[7, 8]. One of the latest reports describes the case of an 
8-year-old child with the classic triad of MR symptoms, 

-
travenous treatment with immunoglobulins [8]. An alter-
native therapy might be surgical intervention, but this is 
only made in cases of recurrent changes and resistance 

cosmetic defect of the face area [2, 5].
It is noteworthy that there are literature reports on 

successful attempts at biological treatment of MR syn-

applies to patients both with a fully symptomatic form 
of the disease and with lesions limited to cheilitis granu-

et al.

to the treatment of a 24-year-old woman with a 5-year 
history of persistent oedematous lips, after prior failure 
of pharmacotherapy, including minocycline, erythromy-
cin, clofazimine, and topically applied tacrolimus and 
triamcinolone injections. After the second infusion, the 

-

of 5 mg/kg infusions every 8 weeks. No sign of relapse 
was observed in the patient [14]. De Moll et al. described 
the case of a 69-year-old woman with a full triad of MR 

Figure 3. Patient’s clinical condition after 3 months of chlo-
roquine therapy
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could be seen after 3 months of therapy at a dose of 
40 mg per week. The patient was closely observed for 
11 months, and no recurrence of the symptoms was re-
ported during this time [3].

However, for the patient described in the study, the 
-

isting ankylosing spondylitis did not bring satisfactory 
improvement of her dermatological condition. It was 
then decided to add chloroquine to the treatment. Chlo-
roquine belongs to the group of antimalarials that show 

antimalarials in lysosomes, the pH increases. This inhib-
its the formation of antigenic peptides with class II mol-
ecules of the major histocompatibility complex, requisite 
to stimulate CD4+ T. As a result, the immune response 
against autoantigenic peptides is suppressed. Thanks to 
their properties, antimalarials, including chloroquine, are 
widely used in the therapy of various skin diseases [15, 
16]. They are also recommended as a therapy of orofa-
cial granulomatosa and the MRS [1, 4, 7]. Lalosevic et al. 
reported a case of orofacial granulomatosa in a 12-year-
old girl treated with intravenous pulse corticosteroids 
and chloroquine. The patient presented a good clinical 
response to this therapy [15]. Inclusion of chloroquine 
in the treatment of the patient described in our study 

 
3 months of the therapy.

The recurrent and persistent nature of the MRS 
symptoms is often associated with considerable dis-

use od the latest treatments, MRS remains a challenge 
to clinicians, mainly because of its unknown aetiology 
and rare occurrence.
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