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Melkersson–Rosenthal syndrome is a rare condition characterized by a triad of orofacial edema, facial paralysis,
and fissured tongue. Histopathological examination of the disease has demonstrated areas of inflammation in-
volvingmast cells. Activatedmast cells also play a part in the pathogenesis of COVID-19 infection, as they release
cytokines in the lungs. We present a case of a female patient presenting with edema. We present a case of a fe-
male patient presentingwith edema.Her examination revealed edema in the right lower lip, right facial paralysis,
and fissured tongue. COVID-19 may be associated with which was not previously included in the etiology of the
disease.
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1. Introduction

Melkersson–Rosenthal syndrome (MRS) is a neuro-mucocutaneous
granulomatous disease characterized by a triad of recurrent peripheral
facial paralysis, painless and nonpitting orofacial edema, and fissured
tongue. This classic triad shows up in only 25% of cases. The incidence
of the syndrome in the population of the US has been reported as
0.08%, and it is more common in women than in men [1]. In the clinic,
orofacial edema is the most common component of the triad
(80–100%). Generally, the upper lip is the sitemost commonly involved.
The edema is painless, nonpitting, and usually unilateral. Peripheral fa-
cial paralysis occurs in 47–90% of cases. This paralysis is also often uni-
lateral. It is thought to develop as a result of granulomatous
infiltration and edema of the nerve tissue. Tongue fissure is a rare com-
ponent of the triad and occurs in 8–25%of cases [1,2]. Due to the rarity of
the syndrome, the diagnosis is sometimes delayed. Melkersson–
Rosenthal syndrome is thought to be triggered by viral infections such
as Epstein-Barr, varicella zoster, cytomegalovirus, herpes simplex, and
many other factors such as T lymphocyte dysfunction, genetic predispo-
sition, immune deficiency, stress [3]. Histopathological examination of
samples taken from the edematous mucosa of patients with MRS has
shown areas of inflammation involving granulomas, Langhans cells,
mononuclear infiltration, andmast cells. Mast cells also play a role in in-
ducing an inflammatory response in the pathogenesis of COVID-19 in-
fection [4].

In the light of this information, there is a need for further research on
the presence of COVID-19 in the etiology of Melkersson–Rosenthal syn-
drome. Our case report presents a patient with Melkersson–Rosenthal
.

syndrome induced by COVID-19, who presented with swollen lip and
malaise.

2. Case

A 51-year-old female patient presented to our emergency depart-
ment with malaise and a swollen lip that started a day prior to presen-
tation. The patient, whose medical history included Melkersson–
Rosenthal syndrome, had first been admitted for orofacial edema and
facial paralysis four years ago and had recoveredwhen treatedwith ste-
roid and antihistamine therapy. She had had no relapse for the last four
years. Her examination revealed hyperemic, firm edema in the right
lower lip extending towards the jaw. The right nasolabial sulcus was
obliterated and asymmetrical to the right of the mouth corner (Fig. 1).
A fissure line was observed on the tongue (Fig. 2). Her oropharyngeal
cavity examination was normal. Her neurological and other systemic
examinations were normal. The patient's vital signs were as follows:
body temperature, 37.9 °C; heart rate, 101/min; respiratory rate, 22/
min; oxygen saturation (SpO2), 91%; blood pressure, 132/76 mmHg;
blood sugar level, 139 mg/dL. The laboratory tests were as follows:
WBC, 9.1 10 ^3/uL; neutrophil, 75.17%; lymphocyte, 10.77%; monocyte,
12.25%; LDH, 248 U/L; CRP, 32.56mg/dL. The other laboratory tests con-
ducted, including hemogram, liver, and kidney function tests, serum
electrolytes, complete urinalysis, and prothrombin time, were all within
normal ranges. Her serological examinations for herpes simplex virus,
cytomegalovirus, Ebstein–Barr virus, and Coxsackie virus infection
were negative. The results of the patient's thoracic computed tomogra-
phy,whichhas a sensitivity of 98% for theCOVID-19 infection,were pos-
itive [6]. Due to locally restricted resources, the patient was diagnosed
according to the clinical, laboratory, and thorax tomography results.
Some studies have reported that thorax tomography images have a
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Fig. 1. Orofacial Edema.

Fig. 2. Fissured Tongue.

Fig. 3. Bilateral, multilobular ground-glass opacities.
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sensitivity of 80–90% and specificity of 82,8–96% for detecting the lung
lesions in patients with COVID-19. Thorax tomography has a high sensi-
tivity for the diagnosis of COVID-19 andmay be considered as a primary
tool for the current COVID-19 detection in epidemic areas [7]. Bilateral,
262.e
multilobular ground-glass opacities were typically present (Figs. 3). The
patient was admitted to the infectious disease ward with pre-diagnosis
of COVID-19 and recurrent MRS. She was initiated on
hydroxychloroquine, azithromycin, and steroid therapy. The patient's
symptoms resolved almost completely, and she recovered enough to
be discharged.
3. Discussion and Conclusion

Melkersson–Rosenthal syndrome is characterized by facial paralysis,
orofacial edema, and fissured tongue. Orofacial edema is themost com-
mon component of the triad in the clinic, and the upper lip is usually in-
volved. Peripheral facial paralysis is often unilateral. It is thought to
develop due to granulomatous infiltration and edema of the nerve tis-
sue. Tongue fissure is a rare component of the triad [5]. In our case,
orofacial edema was unilateral and located in the lower lip. Peripheral
facial paralysis was present on the right side, and the classic triad of
the syndromewas completed by the fissured tongue. Although viral in-
fections such as cytomegalovirus, Epstein Barr, varicella zoster, herpes
simplex, and other factors such as adenotonsillitis, allergy, genetics,
and T lymphocyte dysfunction are held responsible for the syndrome's
etiology, its pathogenesis is not fully known. Langhans giant cells,
non-specific inflammation, and fibrosis can be histopathologically iden-
tified in patients with Melkersson–Rosenthal syndrome. Analyses of
samples taken from the mucosa have demonstrated areas of inflamma-
tion involving lymphocytes, plasma cells, and mast cells. Mast cells are
particularly present in the lungs and can be activated bymany immuno-
logical or non-immunological stimuli, especially viruses. Recent studies
have shown that mast cells play a role in inducing the inflammatory re-
sponse sometimes seen in the pathogenesis of COVID-19 infection. The
severity of coronavirus infection has been associated with cytokine
storms that occur in the lungs after the activation of mast cells. Induced
cytokine production causes fever-related upper and lower respiratory
tract infections [8,9]. Considering these features, the potential correla-
tion between COVID-19 symptoms and Melkersson–Rosenthal syn-
drome needs to be investigated. Given the etiopathogenesis, the
coexistence of Melkersson–Rosenthal syndrome and a disease such as
COVID-19 is not surprising.

In conclusion, the patient with Melkersson–Rosenthal syndrome
presented to our emergency department with rare clinical findings of
the classic triad. The patient was diagnosed with COVID-19 pneumonia
after a series of procedures carried out based on the recent-onset mal-
aise in her history. COVID-19 infection, which was not previously in-
cluded in the etiology of the disease, can now be considered among
the causes of recurrence of the syndrome. Moreover, further research
on mast cells will positively contribute to the treatments of both
diseases.
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