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Abstract

We present a 32-year old woman with a 9-year history
of upper facial swelling. A workup by the
ophthalmology department led to the diagnosis of
Melkersson-Rosenthal syndrome. Re-evaluation in
our dermatology clinic confirmed a diagnosis of
Morbihan disease. Herein, we review case reports and
case series of upper facial swelling in the
dermatologic and ophthalmologic literature.
Although the two entities share histopathological
changes, they tend to have different clinical
presentations. Melkersson-Rosenthal  syndrome
appears to be more likely diagnosed in the
ophthalmologic literature when the clinical
presentation and histopathology may be more
consistent with Morbihan disease. In a patient with
upper facial swelling, an absence of orolabial
swelling, and lack of facial neuropathy, we argue for
a diagnosis of Morbihan disease over Melkersson-
Rosenthal syndrome, especially if the patient has a
history of rosacea.

Keywords: Melkersson-Rosenthal, Morbihan, rosacea,
granulomatous rosacea, granuloma

Introduction

Melkersson-Rosenthal Syndrome (MRS) is a rare
disease of unknown etiology, characterized by the
classic triad of orofacial swelling, facial neuropathy,
and geographic tongue, or lingua plicata; however,
this triad is found only in one third of patients [1].
Orofacial swelling usually involving the lips is the
dominant feature of this syndrome and is often the
initial presenting symptom [2]. Swelling may also

occur on sites such as cheeks, chin, and mucosal
surfaces. Cheilitis granulomatosa (CG) is a chronic,
granulomatous swelling of the lips and has been
considered to be a monosymptomatic form of MRS
[3, 4]. A third entity, orofacial granulomatosis (OFG)
considered to be an umbrella term that can
encompass MRS and CG, is characterized by
persistent enlargement of orofacial soft tissues in the
absence of Crohn disease or sarcoidosis [5]. There is
confusion regarding the nomenclature and overlap
of these diseases. Clarification regarding the
terminology of these entities has recently been
discussed in a systematic review [6]. Regardless, all of
these entities share similar histopathologic patterns,
edema, and non-caseating granulomas in the
absence of other identifiable causes. Histopathology
of MD varies between patients but is similar to
changes seen in MRS and consists of dilated
vasculature, dilated and obstructed lymphatic
vessels, and nearby non-caseating granulomas [7].
The clinical presentations are similar and exhibit
forms of orofacial swelling. Both present with chronic
swelling of the upper face, typically the forehead,
glabella, eyelids, nose, and cheeks [7, 8]. Morbihan
disease (MD) is a rare entity and may be known as
rosaceous lymphedema or solid persistent facial
edema. The etiology of MD is unclear but some
consider it to be an end-stage presentation of
rosacea [9].

Case Synopsis

A 32-year old woman presented to our dermatology
clinic with the chief complaint of upper facial redness
and swelling for 9 years’ duration. She reported an
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Figure 1. A) Well demarcated erythematous, indurated woody
plaques of the forehead, cheeks and upper eyelids. B) Dermal
edema with lymphangiectasia, perivascular lymphocytic
infiltrate, and intralymphatic histiocytosis. H&E, 200x. C)
Folliculitis with Demodex, dermal edema, and telangiectasia.
H&E, 200x.

acute onset of skin changes with redness and
progressive swelling over time. She denied pain,
tenderness, weeping, lip swelling, and symptoms
suggestive of facial neuropathy. She denied having
textural changes to her tongue. Her physical
examination was notable for well-demarcated
erythematous, indurated, woody plaques on her
forehead, bilateral cheeks, and upper eyelids with
scattered erythematous papules and pustules
(Figure 1A). Pustule scraping was positive for
Demodex. She reports having a biopsy many years
prior and was told she had rosacea. In 2017, she was
diagnosed with Melkersson-Rosenthal syndrome
(MRS) by an ophthalmology consultant after an
eyelid biopsy that was notable for “dermal edema
with lymphangiectasia, perivascular lymphocytic
infiltrate, and intralymphatic histiocytosis” (Figure
1B). She reported trying topical corticosteroids and
topical antibiotics in addition to independent, multi-
month courses of systemic therapies (dapsone, high
dose ibuprofen, doxycycline, hydroxychloroquine,
methotrexate) without symptomatic improvement.

On presentation to our dermatology clinic in 2018,
biopsy of the forehead revealed “perivascular and
perilymphatic non-caseating granulomas
accompanied by prominent telangiectasia, edema of
the dermis, lymphangiectasia, and intravascular
histiocytosis, rosacea-like sebaceous hyperplasia,
folliculitis with Demodex, and telangiectasia” (Figure
1C). Based on biopsy results, clinical presentation
and her history of rosacea, a diagnosis of MD was
rendered.

She started isotretinoin 40mg daily and stopped
after four months when she failed to improve. She
then started methotrexate 15mg weekly which was
continued for 8 months, similarly without
improvement. She has since been taking pulsed oral
ivermectin, 21mg every two to four weeks, and
receiving intralesional Kenalog (5mg/mL) injections
to the wupper and lower eyelids bilaterally
approximately every 6 to 8 weeks. She reports rapid
improvement of facial erythema and pustules after
ivermectin dosing and we have noted objective
improvement in swelling and induration of upper
eyelids (Figure 2). If she does not continue to
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improve on the current therapy, we plan to discuss
surgical debulking for symptomatic relief.

Case Discussion

We found similar cases reported in the literature
discussing patients with chronic, indurated,
edematous upper facial plagques that were
diagnosed as MRS in the ophthalmologic literature
and as MD in the dermatologic literature. As both
entities are rare occurrences, we sought to
summarize the described differences in both fields.
We searched PubMed for case reports and case series
with keywords Morbihan, Morbihan’s, or Melkersson-
Rosenthal and recorded the journal source, patient
characteristics, pathology findings, and history of
rosacea. Reports that were included were those
published in English, those that reported chronic
upper facial swelling, and those with histopathologic
descriptions. Exclusion criteria included reports of
MRS that detailed neuropathy and/or orolabial
swelling.

Figure 2. Improved upper eyelid induration and swelling after
four treatments of intralesional Kenalog at 5mg/mL.

From 9 studies in the ophthalmologic literature, we
identified 19 patients with chronic upper facial
swelling and no report of neurologic or orolabial
swelling (Table 1). Of these 19 patients, 6 were
diagnosed with MD and the remainder with MRS or
OFG. From 15 studies in the dermatologic literature,
we identified 18 patients with chronic upper facial
swelling and no report of neurologic or orolabial
swelling (Table 2). Based on clinical descriptions
alone, we believe that all these patients’ described
pathology may fit the diagnosis of MD better than
another diagnosis, which is better reflected in the
dermatologic literature. This opinion is based on the
history and presentation of chronic upper facial
swelling without oral involvement. Histopathologic
descriptions for all cases were similar and generally
reported edema, non-caseating granuloma
formation adjacent to dilated lymph channels,
and/or lymphatics containing granulomas.

A majority of the studies did not report whether or
not there was a history of rosacea, but four of 19
patients in the ophthalmologic literature carried this
diagnosis or had a presentation consistent with
rosacea, compared to 7 of 18 patients in the
dermatologic literature. To establish an association
between rosacea and MD it would be helpful to be
able to collect this data, which has been
approximated to be about one third of MD patients
[6]. Similarly, few studies mentioned whether or not
Demodex mites were visible on histopathology. As
Demodex have been implicated in the development
of rosacea, this may also be helpful in establishing
associations [10].

It appears that upper facial swelling without
orolabial or neurologic involvement is being more
likely diagnosed as MRS in the ophthalmologic
literature when compared to the dermatologic
literature. Although these diseases are rare, there
does not appear to be clear histopathologic
evidence to differentiate between MRS and MD. The
shared histologic features are lymphedema with
scattered non-caseating granulomas adjacent to or
inside of lymphatics. Lymphedema is the likely cause
of the shared clinical presentations of facial swelling.
Therefore, we propose that MRS and MD lesions are
part of the spectrum of “persistent lymphedema of
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the face,” with MD presenting as upper and bilateral
facial lymphedema and often affecting eyelids and
MRS as lower facial lymphedema with a tendency for
affecting lips and tongue. The former entity’s lesions
are often localized and could affect the facial nerve
leading to classic neuropathic findings. In the
absence of facial neuropathy and/or orolabial
swelling, a diagnosis of MD should be considered
when persistent upper facial swelling is the
predominant finding.

Despite both entities being difficult to treat, there is
evidence supporting similar treatments for both
conditions. MRS has been treated with surgery,
corticosteroids, and oral antibiotics [6], whereas MD
has been treated with surgery, corticosteroids, oral
antibiotics, and isotretinoin [7], with differing rates of
success.
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Table 1. Reported cases of upper facial swelling in the ophthalmologic literature with reported presence (+) or absence (-) of clinical and

histopathologic characteristics.

or eyelid
Diagnosis edema
Archibald | SaudiJ
2012[11]1 | Ophthalmol OFG 69 | F +
Belliveau | CanJ
20110121  Ophthalmol MRS €0 | W +
Boparai Ophthal Plast MD 40 F +
2018 [7] Reconstr Surg MD 61 M +
MD 54 M +
Carruth Ophthal Plast MD 74 M +
2017 [13] | Reconstr Surg MD 64 M +
MD 62 M I
Chen Ophthal Plast
2015[14] | Reconstr Surg MRS 45 M +
Pierre- .
Filho g”’;f;g o] MRS 54 F +
2004115]  *
MRS 73 M +
MRS 71 M +
Rawlings
2012016). | P° MRS % | M +
MRS 52" M +
MRS 46 F +
Reddy
2017 [17] Ophthalmology MRS 75 M +
Sabet- Ophthal OFG 57 M +
Peyman PlastReconstr OFG 51 M +
2014 [18]. | Surg OFG 33 M +

Patient Characteristics
Periorbital

Histopathologic Characteristics

History | Peri- orintra-
of lymphatic Lymphan-
rosacea | granulomas e HE] Demodex
+ +
+ +
+ + +
+ +
+ +
- +
+ +
+ +
+
+ +
+
+ +
+
+
+
+ +
+ +
+ +

Abbreviations: OFG = orofacial granulomatosis; MRS = Melkersson-Rosenthal syndrome; MD = Morbihan’s disease; M = male; F = female.
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Table 2. Reported cases of upper facial swelling in the dermatologic literature with reported presence (+) or absence (-) of clinical and
histopathologic characteristics.

Lymphan-
giectasia
Bechara
2004 [19] J Dermatol MD 67 M + + - +
Cabral 2017 | AnBras
[20] Dermatol bAD el £ + + + +
. Eur Acad
Chaidemeno Dermatol MD 63 M + -
$2018[21]
Venereol
Vasconcelos | AnBras
2016 [22] Dermatol MD e + + + i
Fujimoto Acta Derm
2015 [23] Venereol MD 74 M + ) +
Hu 2012 [24] | Dermatol MD 54 F + + +
Online
Japanese
Kabuto 2015 Dermatol MD 64 M + - -
[25]
Assoc
Mazzatenta Brit Assoc
1997 [26] Dermatol b1E & M + +
Nagasaka Clin Exper
2008 [8] Dermatol MD 70 1M * + + *
MD 56 M + -
MD 32 M + - +
Olais 2017 J Dermatol
[27]. MD 63 M + -
MD 67 M + + +
Ranu 2010 Dermatol
[28] Ther MD 45 M + +
Rebellato An Bras
2015 [29] Dermatol bIey = M +
Tsiogka Dermatol
2017[30] | Ther MD 4 1 M + - -
. Indian
\[{;rfldl AU Dermatol MD 60 M + +
Online J
Yu 2018 [32] | JDermatol MD 42 M +

OFG = orofacial granulomatosis; MRS = Melkersson-Rosenthal syndrome; MD = Morbihan's disease; M = male; F = female.





