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Summary
Introduction. Melkersson-Rosenthal syndrome is a rare disease of 
unknown etiology. Histopathologically, it presents as granulomatous 
cheilitis. From laboratory aspect, it is a nonspecific, differential diag-
nostically and therapeutically complex condition. Case Report. This 
is a report of six cases treated at the Department of Allergology and 
Immunology of the Clinical Center of Serbia, who had presented with 
the referral diagnosis of recurring or persistent lip edema, and who 
were diagnosed with Melkersson-Rosenthal syndrome upon detailed 
evaluation. Three patients had complete triad of symptoms, two had 
the oligosymptomatic form and one manifested the monosympto-
matic form of the disease. Histopathological findings of the oral mu-
cosa specimens verified the presence of non-necrotic epithelioid 
granulomas in all patients. The patients were treated with the H1 and 
H2 antihistamines, corticosteroids, followed by anabolic drugs and 
antibiotics, resulting in transient and unfavorable effects. Conclusion. 
In differential diagnosis, Melkersson-Rosenthal syndrome diagnosis 
primarily refers to conditions of angioneurotic edema and hereditary 
angioedema, as well as granulomatous diseases such as sarcoidosis, 
tuberculosis and Chron’s disease. It is necessary to follow-up these 
patients in view of monitoring the effects of the therapy and possible 
development of systemic granulomatous diseases.
Key words: Melkersson-Rosenthal Syndrome; Morphological and 
Microscopic Findings; Signs and Symptoms; Diagnosis; Treatment 
Outcome; Lip; Edema; Cheilitis; Tongue, Fissured; Facial Paralysis; 
Angioedema

Sažetak
Uvod. Melkerson-Rozentalov sindrom je retko oboljenje, nepozna-
te etiologije. Patohistološki se prezentuje kao granulomatozni heili-
tis. Laboratorijski je nespecifičan, diferencijalno-dijagnostički i 
terapijski kompleksan. Lečenje ovih bolesnika je kompleksno i često 
zahteva upotrebu različitih terapijskih modaliteta. Prikaz slučaja. 
Prikazano je šest bolesnika koji su ispitivani na Klinici za alergolo-
giju i imunologiju Kliničkog centra Srbije, pod uputnom dijagnozom 
angioedema usana, a kod kojih je nakon detaljne evaluacije postav-
ljena dijagnoza Melkerson-Rozentalov sindroma. Tri bolesnika su 
imali kompletan trijas simptoma, dva oligosimptomatsku i jedan 
monosimptomatsku formu. Kod svih pacijenata patohistološki nalaz 
biopsije mukoze usana potvrdio je postojanje nenekrotičnih epite-
loidnih granuloma. Pacijenti su lečeni H1 i H2 antihistaminicima, 
kortikosteroidima, uz antibiotike i anaboličke lekove, sa promenlji-
vim uspehom. Zaključak. Dijagnoza Melkerson-Rozentalov sin-
drom se diferencijalno-dijagnostički odnosi pre svega na stanja re-
kuretnog i hereditarnog angioedema, kao i granulomatozne bolesti 
kao što su sarkoidoza, tuberkuloza i Kronova bolest. Neophodno je 
praćenje ovih bolesnika zbog efekta primenjene terapije i moguć-
nosti razvoja sistemskih granulomatoznih bolesti.
Ključne reči: Melkersson-Rosenthal Sindrom; Morfološki i mi-
kroskopski nalazi; Znaci i simptomi; Dijagnoza; Ishod lečenja; 
Usna; Edem; Heilitis; Fisure jezika; Facijalna paraliza; Angioedem

Introduction
 
In 1928, Melkersson first described the clinical syn-

drome as an edema of the orofacial region with the fa-
cial nerve palsy [1], and in 1931, Rosenthal added fissu-
red tongue as a part of the clinical picture of this syn-
drome [2]. This was the way of Melkersson/Rosenthal 
syndrome (MRS) development, which is characterized 

by a triad of symptoms: lip and face swelling, fissured 
tongue and peripheral type paresis and/or paralysis of 
the facial nerve. When it is presented in classical form, 
it is not difficult to be diagnosed, but oligo- and mono-
symptomatic forms represent a problem in making the 
differential diagnosis. Given that lip edema is predomi-
nant in the clinical picture, these patients are referred to 
an allergologist because of a suspected allergic reaction.

CASE REPORTS
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Case Report 

The patients, who had presented with the referral 
diagnosis of recurring or persistent lip edema, were exa-
mined at the Department of Allergology and Immuno-
logy of the Clinical Center of Serbia, during the period 
1994-2012 and were finally diagnosed with MRS.

There were four females and two males, whose 
mean age was 50.5 years and the average length of 
symptoms was 6.4 years. Table 1 shows the age, 
symptom duration and clinical picture of each case. 

The patients could not associate occurrence of 
their lip edemas with some of the incriminating fac-
tors such as food and medicaments. In addition, all 
patients denied having difficulties associated with 
any organic systems, in the first place the respiratory 
system or gastrointestinal tract. Three patients repor-
ted migraine-type headache and facial nerve paresis.

The complete triad including lip edema, fissured 
tongue and facial nerve paresis was manifested in 
three patients, oligosymptomatic form with lip edema 
and fissured tongue was diagnosed in two patients 
and one patient had only lip edema (monosympto-
matic form). Lip edema, presented in all patients, was 
clinically manifested differently. It affected either the 
upper or the lower lip or both lips (Figure 1). A pa-
tient with characteristically fissured tongue (lingua 
plicata s. geographica) is presented in Figure 2.

All patients underwent the following analysis:
Laboratory analyses (erythrocyte sedimentation 

rate, complete blood count with leucocyte formula, 
biochemistry analyses, serum protein electropho-
resis (SPEP) with immunofixation (IFX), serum 
angiotensin-converting enzyme (ACE));

Immunoloserological analysis (serum immunoglo-
bulins, chamber count of eosinophils, antinuclear an-
tibodies, complement components - C1q,  C3, C4 and 
C1s inhibitor – qualitative and quantitative analyses, 
antineutrophil cytoplasmic antibodies, cryoglobulins); 

Skin prick tests with standard inhalation and 
nutrition allergens, X-ray of the lungs, purified pro-
tein derivative (PPD) test, throat, nasal and sputum 
swabs for bacterial and fungal culture isolation;

Neurological and dental examination;
Examination by a maxillofacial surgeon with the 

biopsy of oral mucosa.
Inflammatory syndrome was absent in all patients, 

blood count and biohumoral findings including SPEP 
and IFX and ACE were within limits. The results of 
immunoserological analyses were regular in all patients. 
However, lowered C1 inhibitor function and normal qu-
antitative C1 inhibitor, C4, C1q and C3 complement 
components values were recorded in one patient. Skin 
prick tests including the inhalation and nutritional aller-
gens, lung X-ray and PPD test findings, the results of 
throat, nasal and sputum swabs were all negative. Neu-
rological examinations revealed that one patient had left 
facial nerve paresis, one patient had convergent strabi-
smus and discrete left pyramidal deficit, while other 
patients were deficit-free. Odontogenic focus was detec-
ted in one patient and antibiotic therapy was prescribed. 
All patients underwent oral mucosa biopsy and histopa-

Table 1. Main characteristics of each case 
Tabela 1. Karakteristike pacijenata 

Case
Pacijent

Age
Starost (godine)

Sex
Pol

Duration of disease (years)
Trajanje bolesti (godine)

Clinical findings
Forma bolesti

1 32 F 2 LE/OU, LP
2 55 M 21 LE/OU, LP, PF
3 52 F 3 LE/OU
4 62 M 4 LE/OU, LP
5 52 F 7 LE/OU, LP, PF
6 50 F 2 LE/OU, LP, PF
Legend: M – male; F – female; LE – lip edema;  LP - lingua plicata; PF - paresis facialis
Legenda: M – muški; Ž – ženski; OU – otok usana;  LP − lingua plicata; PF − pareza facijalisa

Figure 1. Edema of the lower lip was firm on palpation. 
There was edema of the upper lip and above it as well, 
which was of softer consistency on palpation. 
Slika 1. Edem donje usne je tvrd pri palpaciji. Postoji 
otok gornje usne koji zahvata i region iznad usne, a koji 
je meke konzistencije pri palpaciji.
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thological findings confirmed granulomatous cheilitis 
(Figure 3). 

Treatment included H1 and H2 antihistamines, cor-
ticosteroids (topical application in one patient), anabo-
lics and antibiotics in a patient with verified odontoge-
nic focus. No effect to applied oral corticosteroids and 
H1 and H2 antihistamines was recorded in 4 patients, 
while one patient had a partial and another a transient 
favorable response to this therapy. A partial improve-
ment upon danazol treatment was observed in 3 pati-
ents, while a transitory favorable effect and long-lasting 
good effect were recorded in 1 patient each. A signifi-
cant improvement was noted in one patient upon intra-
lesional application of corticosteroids (triamcinolone). 
In one patient, antibiotic therapy for odontogenic focus 
resulted in resolution of the focus, but without any ef-
fect to the lip edema. The drug combination and trea-
tment effects in our patients are illustrated in Table 2.

Discussion

When the complete triad of symptoms is present, it 
is not difficult to make the diagnosis of MRS. However, 
the classical triad is evident in only 8%-25% of patients 
[3]. The oligosymptomatic form is more common (lip 

edema, fissured tongue), and the most frequent is the 
monosymptomatic form (lip edema), which makes this 
syndrome harder to recognize [4]. It is questionable if the 
monosymtopmatic form of MRS (granulomatous chei-
litis), which was found in one patient, is a part of MRS, 
or it is a part of heterogenous spectrum of orofacial gra-
nulomatosis diseases. Some authors believe that MRS is 
a part of the orofacial granulomatosis spectrum, along 
with sarcoidosis, tuberculosis and Chron’s disease [5, 6]. 

Etiopathogenesis of MRS is still unknown. It has 
been assumed that it is the manifestation of micro-
neurovascular lesion [7]. The association with infec-
tions (spirochetes, mycobacteria, herpes simplex virus, 
odontogenic foci) has been described, while the gene-
tic predisposition has not been confirmed [8–10].

Differential diagnosis frequently implies allergic 
conditions such as angioneurotic type and heredi-
tary angioedema.

Neurological manifestations, other than facial 
nerve paralysis/paresis, appearing in about 20% of 
MRS cases, may present as trigeminal neuralgia or 
migraine-type headache [7, 11, 12]. Three of our 
patients had the history of migraine headaches.

Table 2. Effects of various treatment combinations 
Tabela 2. Tretman i efekat terapije kod naših pacijenata

Treatment
Terapija

No effect
Bez efekta

Partly effective 
Delimičan efekat

Temporary effect 
Povremen efekat

Long term good effect 
Dugotrajni dobar efekat

CS/GK; H1; H2 2, 4, 5, 6 3 1
DA 4, 5, 6 2 1
iCS/iGK 2
Legend: CS – corticosteroids; iCS – intralesional corticosteroids, H1 - H1 antihistamines, H2 – H2 antihistamines, DA – Danasol 
Legenda: GK − glikokortikosteroidi; IGK – intralezionalni glikokortikosteroidi, H1 - H1 antihistaminici, H2 - H2 antagonisti, 
DA – Danazol

Figure 2. Lingua plicata s. geographica in our patient 
with oligosymptomatic form of MRS
Slika 2. Lingua plicata s. geographica kod našeg paci-
jenta sa oligosimptomatskom formom Melkerson-Rozen-
talovog sindroma

Figure 3. Histopathological finding of oral mucosa spe-
cimen shows chronic lymphocytic inflammation with 
noncaseating epitheloid granulomas (Staining with ha-
ematoxylin-eosin, magnitude x 200)
Slika 3. Histološki nalaz biopsije oralne mukoze poka-
zuje hroničnu limfocitnu inflamaciju sa nekazifikujućim 
epiteloidnim granulomima (bojenje sa hematoksilin-eo-
zinom, uvećanje 200 x)
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No evidence of atopic constitution was found in our 
patients, such as sensibilization to some of inhalation 
and nutrition allergens. Moreover, history data on the 
duration of lip edema and a poor or no response to an-
tihistamines and corticosteroid treatment failed to in-
dicate angioneurotic edema caused by the known pro-
voking factors (medicaments, preservations, additives).

Within the immunological evaluation, one female 
patient with oligosymptomatic MRS had a decreased 
function of C1s inhibitor (21.4%, normal value > 40%). 
Although hereditary angioedema was ruled out, it could 
have contributed to the clinical presentation of lip ede-
ma. Such associations have rarely been described in 
literature [13].

None of our patients had anamnestic, clinical and 
laboratory parameters of systemic connective tissue 
diseases or primary vasculitides. In addition, there were 
no anamnestic, clinical or laboratory indicators of sy-
stemic granulomatosis.

Melkersson-Rosenthal syndrome diagnosis is typi-
cally verified by histopathological analysis of oral mu-
cosa specimen. During the early stages of the disease, 
it shows connective tissue edema and perivascular 
lymphocytic infiltration, while in cases of long disease 
duration, lymphocytic infiltration becomes denser and 
focal non-necrotizing granulomas, consisting of lymp-
hocytes, epithelioid and giant cells, are formed. Histo-
pathologically, these granulomas are indistinguishable 
from those found in sarcoidosis or Crohn’s disease [3, 
4, 14]. At the time of biopsy, two of our patients (No. 1 
& 4) had a few granulomas, suggesting the early phase 
of disease, while other patients had findings correspon-
ding to the chronic phase of granulomatous cheilitis.

Treatment of MRS is complex and various treatment 
modes have been described in literature: corticosteroids 
(systemic, intralesional), anabolics, antibiotics (metro-
nidazole, tetracyclines, macrolides), clofazimine, dap-
sone, sulphasalazine, azathioprine, hydroxychloroquine, 
methotrexate, infliximab, as well as surgical interven-
tion (cheiloplasty), but very rarely [4, 15–17].

According to our experience, treatment should be 
initiated with combined oral corticosteroids and H1 
and H2 antihistamines, and in case of poor response 
to therapy, oral anabolics should be introduced. In 
addition, management of odontogenic foci as well as 
antibiotic treatment of orofacial region infection is 
mandatory. Intralesional corticosteroid application 
applied in one patient proved to yield good results. 

Conclusion

In differential diagnosis, Melkersson-Rosenthal 
syndrome diagnosis primarily refers to conditions of 
angioneurotic and hereditary angioedema. Besides the 
complete trias, oligo- and monosymptomatic forms are 
commonly seen. Therefore, diagnosis should be veri-
fied by histopathological analysis of oral mucosa biop-
sy specimen. Evaluation and treatment of Melkersson-
Rosenthal syndrome require multidisciplinary appro-
ach by an allergologist-immunologist, neurologist, 
dentist, maxillofacial surgeon and histopathologist. 
Regular follow-up of these patients is necessary, both 
for a possible development of complete trias in mono- 
and oligosymptomatic forms, and for the development 
of systemic granulomatous disease.
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