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Abstract

Introduction: Melkersson-Rosenthal syndrome 
is a rare, idiopathic neuromucocutaneous disease. It is 
characterized by recurrent or persistent orofacial swelling, 
intermittent peripheral facial nerve paralysis and fissured 
tongue. In cases of persistent, disfiguring macrocheilia 
with functional impairment surgical treatment is often 
required.  

Clinical case: We report a 38-year-old male patient, 
who presented for a non-painful, persistent swelling 
of the lower lip. According to the patient, the current 
disease started approximatively 20 years ago, with 
intermittent edema of the lower lip, that progressively 
became permanent. On physical examination, the patient 
showed a disfiguring, slightly asymmetric enlargement 
of the lower lip with labial mucosal eversion and fissured 
tongue, without facial nerve palsy. Patient underwent 
Conway’s reduction cheiloplasty. Histopathological 
examination revealed an increased number of dilated blood 
vessels, a chronic inflammatory infiltrate, a thickened 
dermis with disorganized collagen bands and the presence 
of stellate fibroblasts. Based on the history, clinical 
features and histopathologic findings the diagnosis of 
oligosymptomatic Melkerrson-Rosenthal syndrome was 
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Rezumat

Introducere: Sindromul Melkersson-Rosenthal este 
o afecþiune neuromucocutanatã rarã, idiopaticã, care se 
caracterizeazã prin edem orofacial recurent sau persistent, 
parezã facialã perifericã intermitentã ºi limba fisuratã. 
În cazurile de macrocheilie persistente, desfigurante, cu 
afectare funcþionalã, tratamentul chirurgical este frecvent 
indispensabil. 

Prezentare de caz: Raportãm cazul unui pacient 
în vârstã de 38 de ani care se prezintã pentru tumefacþia 
persistentã, nedureroasã a buzei inferioare. Pacientul 
relateazã cã boala actualã a debutat în urmã cu aproximativ 
20 de ani, prin apariþia unui edem intermitent, localizat la 
nivelul buzei inferioare, care ulterior a devenit persistent. 
La examenul local, pacientul a prezentat  tumefacþia 
asimetricã, persistentã, desfigurantã a buzei inferioare cu 
eversiunea mucoasei labiale ºi limba fisuratã, fãrã pareza 
nervului facial. Pacientul a fost supus cheiloplastiei de 
reducere Conway. Examenul histopatologic a relevat 
multiple vase sanguine dilatate, infiltrat inflamator cronic 
limfocitar, derm îngroºat cu benzi de colagen dezorganizate 
ºi prezenþa fibroblastelor stelate. Pe baza istoricului, 
manifestãrilor clinice ºi a examenului histopatologic s-a 
stabilit diagnosticul sindromului Melkerrson-Rosenthal 
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oligosimptomatic. În perioada postoperatorie, a fost 
administratã doxiciclina 100 mg per os, de douã ori pe zi, timp 
de 3 luni. La control pacientul nu a prezentat recurenþa bolii. 

Discuþii: Cheiloplastia de reducere este frecvent 
dezbãtutã în literatura de specialitate, subliniînd importanþa 
amânãrii intervenþiei chirurgicale pânã la stabilizarea prin 
terapie conservativã, pentru evitarea recurenþei. În cazul 
nostru, pacientul s-a aflat într-un stadiu avansat al bolii 
cu afectare esteticã ºi funcþionalã severã, unde tratamentul 
chirurgical a fost esenþial. 

Concluzii: Managementul cheilitei granulomatoase 
poate fi uneori o provocare ºi nu existã un consens în ceea 
ce priveºte terapia de elecþie. Managementul chirurgical, 
prin cheiloplastie de reducere a lui Conway, urmatã de 
administrarea oralã a doxiciclinei poate fi o abordare 
terapeuticã valabilã pentru cazurile cu macrocheilie 
persistente, severe, desfigurante.  

Cuvinte cheie: sindromul Melkersson-Rosenthal, 
macrocheilia, tratamentul chirurgical          
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made. Postoperatively, oral doxycycline 100 mg twice 
daily was administered for 3 months. At follow-up the 
patient showed no recurrence of the labial swelling. 

Discussions: Reduction cheiloplasty is often 
debated in the literature, stressing the importance of 
deferring surgery until the disease has been stabilized 
with conservative therapy, in order to avoid recurrence. 
In our case, however, due to the disease inactivity, severe 
aesthetic and functional impairment, surgical treatment 
was essential.

Conclusions: The management of granulomatous 
cheilitis is often challenging and there is no consensus 
regarding the preferred therapy. Surgical management 
through Conway’s reduction cheiloplasty followed by oral 
administration of doxycycline might be a valid therapeutic 
approach for cases with persistent, severe, disfiguring 
macrocheilia.

Key words: Melkersson-Rosenthal syndrome, 
macrocheilia, surgical treatment

Introducere

Sindromul Melkersson-Rosenthal (SMR) este 
o afecþiune neuromucocutanatã rarã, idiopaticã, 
care se caracterizeazã prin edem orofacial recurent 
sau persistent (cheilitã granulomatoasã), parezã 
facialã perifericã intermitentã ºi limba fisuratã 
(lingua plicata). Simptomele pot apãrea simultan, 
sub forma triadei clasice, sau mai frecvent, într-o 
formã oligosimptomaticã sau monosimptomaticã 
[1,2]. Macrocheilia poate afecta atât buza 
superioarã, cât ºi cea inferioarã, cu deformare 
esteticã ºi deficienþã funcþionalã variabilã [3]. 
Patogenetic, se caracterizeazã printr-o inflamaþie 
granulomatoasã cronicã care implicã þesuturile 
mucocutanate ºi inervaþia orofacialã. Cu toate 
cã, etiologia este încã incomplet elucidatã, au 
fost propuse invocate mai multe cauze potenþiale 
precum: genetice, infecþioase ºi autoimune [1,2,3]. 
Asocierea cu anumite boli, cum ar fi boala Crohn 
sau sarcoidoza a fost descrise în literaturã [4]. 
Examenul histopatologic evidenþiazã un edem 
subepitelial cu multiple vase sanguine dilatate, 
un infiltrat inflamator cronic, granuloame non-
cazeoase, constând din histiocite epitelioide ºi 
limfocite [5,6]. Cu toate cã, nu existã un consens 
în ceea ce priveºte terapia de elecþie, în litera-
tura de specialitate au fost raportate diferite 
opþiuni de tratament, în special corticosteroizi 

Introduction

Melkersson-Rosenthal syndrome (MRS), is a 
rare, idiopathic neuro-mucocutaneous disease, 
which is characterized by recurrent or persis-
tent orofacial swelling (granulomatous cheilitis), 
relapsing facial nerve palsy and fissured tongue 
(lingua plicata). These symptoms may occur 
simultaneously, as a classic triad, or more com-
monly, in an oligosymptomatic or monosymp-
tomatic form [1,2]. Macrocheilia can affect both 
upper and lower lip, with variable aesthetic 
deformity and functional deficiency [3]. Pathoge-
netically, it is characterized by a chronic granu-
lomatous inflammation of the mucocutaneous 
tissues and orofacial innervation. The etiology 
has not been clearly established, however genetic,  
infectious and autoimmune causes have been 
proposed [1,2,3]. The association with several 
diseases, such as Crohn’s disease or sarcoidosis, 
has been described in the literature [4]. Charac-
teristic histopathologic findings are subepithelial 
edema, increased number of dilated lymphatic 
vessels, chronic inflammatory infiltrates, non-
necrotic, non-caseating granulomas  consisting 
of epithelioid histiocytes and lymphocytes [5,6]. 
Although, there is no consensus regarding the 
preferred therapy, various treatment options 
have been reported in the literature, particularly 
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intralezionali, antibiotice orale, terapie cu anti-
TNF-alfa, dapsona respectiv clofaziminã cu o 
îmbunãtãþire moderatã sau temporarã. În cazu-
rile de macrocheilie persistentã, desfigurantã cu 
tulburãri funcþionale, tratamentul chirurgical este 
deseori necesar [7–9].

Caz clinic

Prezentãm cazul unui pacient în vârstã de 38 
de ani, fãrã antecedente heredocolaterale ºi per-
sonale patologice semnificative, care s-a prezen-
tat pentru o formaþiune tumoralã, nedureroasã 
localizatã la nivelul buzei inferioare. Pacientul 
relata cã boala actualã a debutat în urmã cu apro-
ximativ 20 de ani, prin apariþia unui edem inter-
mitent, localizat la nivelul buzei inferioare, care a 
devenit ulterior persistent. 

La examenul local, pacientul a prezentat 
tumefacþia asimetricã, persistentã, desfigurantã a 
buzei inferioare (Figura 1.) cu eversiunea mucoa-
sei labiale ºi limbã fisuratã (figurile 2. ºi 3.), fãrã 
pareza nervului facial. Examenul clinic general 
pe aparate ºi sisteme prezenta relaþii normale. 

intralesional corticosteroids, oral antibiotics, anti-
TNF-alfa therapy, dapsone, clofazimine with 
moderate or transient improvement. In cases of 
persistent, disfiguring macrocheilia with func-
tional disturbances, surgical treatment is often 
required [7–9]. 

Clinical case

We report a 38-year-old male patient, 
with no significant past medical or family 
history, who presented for a non-painful, 
persistent swelling of the lower lip. According 
to the patient, the current disease started 
approximatively 20 years ago, with episodic 
edema of the lower lip, that later became  
persistent. 

Local examination revealed a disfiguring, 
asymmetric, persistent tumefaction of the lower 
lip (Fig.1) with labial mucosal eversion and 
fissured tongue (Figures 2. and 3.). There was 
no facial nerve palsy or other abnormalities 
on physical examination. Laboratory values, 
including complete blood cell count, liver and 
kidney function tests, glucose, electrolytes, 
coagulation tests were all within normal limits.

Figura 1. Macrocheilia gigantã a buzei inferioare. Preoperativ.

Figure 1. Gigantic macrocheilia of lower lip.  
Preoperative finding.

Figura 2. Macrocheilia gigantã a buzei inferioare 
cu eversiunea mucoasei labiale ºi limba fisuratã.

Figure 2. Gigantic macrocheilia of lower lip,  
with labial mucosal eversion and fissured tongue.

Figura 3. Limba fisuratã.

Figure 3. Fissured tongue (Lingua plicata). 
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Figura 4. Cheiloplastia Conway. Rezultatul postoperativ.

Figure 4. Postoperative finding after Conway procedure.

Figura 5. Cheiloplastia Conway.  
Rezultatul postoperativ

Figure 5. Postoperative finding after  
Conway cheiloplasty - lateral view.

Figura 6. Fragment de buzã mult ingroºat  
pe seama unei proliferãri de þesut conjunctiv ºi vase  

sanguine dilatate

Figure 6. Connective tissue proliferation and multiple 
dilated blood vessels

Figura 7. Derm îngroºat cu benzi de colagen 
dezorganizate, care pãtrund ºi printre fibrele musculare 

netede. Focal infiltrat inflamator cronic limfocitar.

Figure 7. Thickened dermis, with disorganized collagen 
bands which also penetrates between smooth muscle fibers. 

Chronic lymphocytic inflammatory infiltrate.  
Analizele de laborator, incluzând hemoleuco-
grama, ionograma, glucoza, teste de coagulare 
precum ºi teste al funcþiei hepatice ºi renale nu au 
evidenþiat modificãri patologice. 

Pacientul a fost supus cheiloplastiei de redu-
cere Conway, cu o incizie transversalã în formã 
de secerã, între 1 ½ ºi 1 cm de la marginea ver-
milionului ºi cu excizia þesutului excesiv pânã la 
muºchiul orbicularis oris. 

Examenul histopatologic a relevat multiple 
vase de sanguine dilatate, cu infiltrat inflamator 
cronic limfocitar, derm îngroºat cu benzi de 
colagen dezorganizate care pãtrund ºi între 
fibrele musculare netede ºi prezenþa fibroblastelor 
stelate (Figurile 6–8).

Patient underwent Conway’s reduction 
cheiloplasty with a transverse sickle-shaped 
mucosal incision between 1 ½ and 1 cm from the 
vermilion border and excision of the excessive 
tissue up to the orbicularis oris muscle. Histo-
pathological examination revealed an increased 
number of dilated blood vessels, a chronic 
lymphocytic inflammatory infiltrate, a thick-
ened dermis, with disorganized collagen bands 
which also penetrates between smooth muscle 
fibers and the presence of stellate fibroblasts  
(Figures 6–8).
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Pe baza istoricului, manifestãrilor clinice 
ºi a examenului histopatologic s-a stabilit dia-
gnosticul sindromului Melkerrson-Rosenthal 
oligosimptomatic. În perioada postoperatorie, a 
fost prescrisã doxiciclina oralã 100 mg de douã 
ori pe zi, timp de 3 luni, pentru a reduce riscul 
de infecþie ºi nivelul celulelor inflamatorii. La 
control (figurile 4. ºi 5.), pacientul nu a prezentat 
recurenþa bolii.

Discuþii

Sindromul Melkersson-Rosenthal este o 
afecþiune rarã, de etiologie necunoscutã, al cãrui 
diagnostic este adesea dificil, deoarece prezenþa 
triadei clasice este raportatã doar în aproximativ 
8-18% dintre cazuri [1,10]. La pacienþi cu edem 
orofacial intermitent sau persistent, prezenþa cel 
puþin una dintre caracteristicile clinice de parezã 
facialã sau limba fisuratã, este suficient pentru 
diagnosticul definitiv [1].

Machrocheilia severã poate duce la defor-
mare facialã, uneori cu incompetenþã labialã ºi 
incontinenþã salivarã consecventã [3].

Nu existã un consens în ceea ce priveºte tra-
tamentul de elecþie al cheilitelor granulomatoase. 
Datoritã efectelor antiinflamatoare ºi decongesti-
onante al corticosteroiziilor sistemici ºi intralezi-
onali, ei au rãmas terapia de bazã. Cheiloplastia 
de reducere este dezbãtutã în literatura de speci-
alitate, unde se accentueazã importanþa amânãrii 
intervenþiei chirurgicale pânã la stabilizarea 
bolii prin terapie conservativã, pentru evitarea 
recurenþei [5,8].

Based on the history, clinical features and 
histopathologic examination, a diagnosis of oli-
gosymptomatic Melkerrson-Rosenthal syndrome 
was made. During the postoperative period, oral 
doxycycline 100 mg twice daily was prescribed 
for 3 months to minimize the risk of infection and 
to reduce the number of inflammatory cells. At 
follow-up (Figures 4. and 5.), the patient showed 
no recurrence of the labial swelling. 

Discussions

Melkersson-Rosenthal syndrome is a rare, 
idiopathic disease, which diagnosis can be dif-
ficult because the presence of the classical triad 
is reported only in 8-18% of the cases [1,10]. 
In patients with persistent or recurrent orofa-
cial swelling, the presence of at least one of the 
characteristic findings of facial nerve palsy or 
fissured tongue is sufficient to make the defini-
tive diagnosis of MRS [1].

Severe machrocheilia may result in facial 
deformity, occasionally with labial incompe-
tence and consequent salivary incontinence [3].

There is a lack of consensus regarding the 
preferred management of granulomatous chei-
litis. Due to their anti-inflammatory and decon-
gestant effects, systemic and intralesional cor-
ticosteroids have remained the mainstay of 
treatment. Reduction cheiloplasty is debated in 
the literature, stressing the importance of post-
poning surgery until the disease has been sta-
bilized with conservative therapy, in order to 
avoid recurrence [5,8]. 

Figura 8. Benzi de colagen 
dezorganizate ºi fibroblaºti 
stelaþi. 

Figure 8. disorganized 
collagen bands and 
the presence of stellate 
fibroblasts
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În cazul nostru, datoritã faptului cã paci-
entul se afla într-un stadiu avansat al bolii cu 
afectãri estetice ºi funcþionale severe, mana-
gementul chirurgical a fost esenþial. Adminis-
trarea postoperatorie a doxiciclinei 100 mg de 
douã ori pe zi, timp de 3 luni, poate sã fi con-
tribuit la menþinerea rezultatelor chirurgicale 
[11,12].

Concluzii 

Managementul cheilitei granulomatoase 
poate fi uneori o provocare ºi nu existã un consens 
în ceea ce priveºte terapia de elecþie. Manage-
mentul chirurgical, prin metoda Conway, urmatã 
de administrarea oralã a doxiciclinei poate fi o 
abordare terapeuticã valabilã pentru cazurile cu 
macrocheilie persistente, severe, desfigurante  
[5,8,11,12].

In our case, owing to the fact that the patient 
was in an advanced stage of the disease with 
severe aesthetic and functional impairment, sur-
gical management was crucial. The use of postop-
erative oral doxycycline may have contributed to 
the maintenance of the surgical results, owing to 
its anti-inflammatory and immune-modulatory 
effect [11,12].

Conclusions

The management of granulomatous cheilitis 
is often challenging and there is no consensus 
regarding the preferred therapy. Surgical man-
agement through Conway’s reduction cheilo-
plasty followed by oral administration of doxy-
cycline might be a valid therapeutic approach for 
cases with persistent, severe, disfiguring macro-
cheilia [5,8,11,12].
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