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Dear Editors,

Morbihan disease is a persistent inflammatory condition characterized by chronic

erythema, non-pitting edema, and swelling, primarily manifesting in the upper two-

thirds of the face [1]. While there is mounting evidence suggesting links between

Morbihan disease and conditions like rosacea and acne vulgaris, it is noteworthy that

this condition can also manifest in individuals without any current or previous medical

history. One particular point of contention revolves around the nomenclature of this

condition, as Morbihan disease is an eponymous term and is often used interchangeably

with solid facial edema. This discrepancy in naming adds to the challenges surrounding

the understanding and classifying of this disease. Despite ongoing research and clinical

observations, the available information remains limited. Although there are reports of

treatment of Morbihan disease with isotretinoin, doxycycline, and minocycline, the

treatment is sometimes insufficient and limited. Here, we report a 48-year-old

Japanese woman with Morbihan disease that was successfully controlled with

dapsone. As far as we searched, there were no other reports administrating dapsone

for Morbihan disease other than us.

A 48-year-old Japanese woman presented to our department with complaints of

swelling in her right upper eyelid that had persisted for 6 months, despite antihistamine

drugs and topical therapy with hydrocortisone butyrate, tacrolimus, and delgocitinib,

respectively. On examination, there was moderate edema with erythema confined to the

right upper eyelid (Figure 1A). A skin biopsy showed the infiltration of lymphocytes and

histiocytes around the perifollicular area in the middle dermis (Figure 1B). There was no

neutrophil and giant cell infiltration commonly seen in rosacea. Immunohistochemical

examination revealed the proliferation of mast cells and mucin deposition around the hair

follicles by Alcian blue staining (Figures 1C, D). Blood tests showed no abnormalities.

These findings presented a diagnostic dilemma due to the clinical similarity among

Morbihan disease, cutaneous mucinosis, and rosacea as the principal differential

diagnoses. However, the absence of the infiltration of neutrophil or giant cells, the

localized perifollicular mucin deposition observed in Alcian blue staining and the

restriction of lesions to the upper two-thirds of the face led to the conclusive

diagnosis of Morbihan disease. Since antihistamines and topical therapy proved

insufficient in improving the symptoms, we started doxycycline alone. However, the

erythema of the right upper eyelid worsened after doxycycline therapy for 4 months
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FIGURE 1
Eyelids were edematous and erythematous at the initial visit (A). Histopathology shows infiltration of lymphocytes and histiocytes around the
perifollicular area in the middle dermis (HE) (B). Alcian blue staining shows the mucin deposition around the hair follicles (red arrows) (C). Alcian blue
staining reveals the proliferation of mast cells in the dermis (arrowheads) (D). The swelling of the right upper eyelid increased after four month-
treatment with doxycycline (E). The swelling and erythema of the eyelids decreased after 4 months of treatment with dapsone (F).
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(Figure 1E). Even after the additional administration of

prednisolone (PSL) 10 mg daily, the erythema remained

unchanged after 1 month. Therefore, we discontinued PSL.

Since histopathology showed numerous infiltrations of mast

cells, daily 75 mg of dapsone was administered to inhibit the

mast cell activities such as the production of reactive oxygen

species. Following this, the erythema and swelling of the right

eyelid decreased after 4 months (Figure 1F). No adverse effects

emerged with oral dapsone. In addition, the patient remained

free of recurrence after discontinuing dapsone.

Morbihan disease is a relatively rare disorder initially reported

in 1957 by Robert Degos [1]. Seventy-four cases, including our

present case, have been reported to date. These cases are

comprehensively summarized in Supplementary Table S1,

providing a detailed overview of their respective characteristics

(Supplementary References S1–S54). There was a male

predominance, with a male-to-female ratio of 41:27, although

gender information for six cases was unavailable. The median

age at the initial presentation was 54.5 years, emphasizing that

Morbihan disease predominantly affects middle-aged individuals.

Furthermore, the median duration between symptom onset and

seeking medical attention was 6 months, underscoring potential

delays in diagnosis or patient awareness of the condition. The facial

distribution of symptoms was elucidated in 69 cases, with the

eyelids including periorbital area being the most commonly

affected site in 51 cases (73.9%), followed by the cheeks

(11 cases, 15.9%), forehead (4 cases, 5.8%), and nose (3 cases,

4.3%). These findings are consistent with the characteristic

localization of Morbihan disease. Treatment modalities such as

isotretinoin and tetracycline exhibited efficacy in 20 and 18 cases,

respectively, indicating their potential usefulness in managing

Morbihan disease. Supplementary Table S2 summarizes the

duration of treatment in previous case reports for isotretinoin,

the most commonly used treatment for Morbihan disease, and for

doxycycline. No reports mentioned using dapsone, a traditionally

used agent in dermatology due to its anti-inflammatory and

antioxidant properties [2]. Dapsone exhibits antimicrobial

effects due to its sulfonamide-like capacity to inhibit the

synthesis of dihydrofolic acid. Additionally, it possesses anti-

inflammatory properties, including the inhibition of reactive

oxygen species production, reduction of eosinophil peroxidase’s

impact on mast cells, and downregulation of neutrophil-mediated

inflammatory responses. These characteristics enable its

application in the treatment of a diverse range of inflammatory

and infectious skin conditions [3]. The consideration of dapsone

introduces a potential new therapeutic avenue; however, caution is

warranted due to its association with adverse effects such as

dapsone hypersensitivity syndrome, and hematologic

complications like blood cell reduction.

Although our case offers a new treatment option for

Morbihan disease, certain limitations were encountered.

Morbihan disease, being toponymic, may share similarities

with conditions like solid facial edema, yet instances not

explicitly reported as Morbihan disease might not be captured

in our search methodologies. Moreover, Morbihan disease

presents a diagnostic challenge due to its diverse differential

diseases, with some cases lacking clear differentiation as in the

present case. The primary differential diagnoses include rosacea

and cutaneous mucinosis. Distinguishing between these

conditions is particularly challenging. Morbihan disease is

considered to present localized, often pronounced swelling

than rosacea. Pathological examination of Morbihan disease

may reveal mast cell infiltration, a feature that has also been

reported in some cases of rosacea [4]. In addition, it may be useful

to observe mucin deposition by alcian blue staining to distinguish

cutaneous mucinosis.

Despite advancements, the pathophysiology of Morbihan

disease remains elusive. Nevertheless, our findings suggest that

dapsone could emerge as a viable therapeutic option, although

further research is imperative to validate its efficacy and safety

profile in treating this condition. This scarcity of conclusive data

underscores its complexity, and further study is needed to better

clarify the diagnostic criteria and recommend management

strategies for this condition.
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