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1 | INTRODUCTION

Morbihan's disease (MD) is a rare condition characterized by per-
sistent, nonpitting, nontender, and symmetrical lymphedema over
the upper half of the face.! As a result of the lack of specific labora-
tory or pathologic findings, the diagnosis is mainly made according
to the patient's clinical presentation and exclusion of another differ-
ential diagnosis.*

In respect of histopathology, dilated lymphatic arteries, dermal
edema, perivascular and perifollicular infiltrates of lymphocytes,
neutrophils, and in certain cases, mast cells as well as perilymphatic
granulomas, have all been reported.? All of them, on their own,
can be detected in a variety of cutaneous illnesses and therefore

are considered somewhat unspecific.? Since its physiopathology is

Morbihan's disease is a rare condition characterized by chronic facial edema. While its
exact cause is unknown, it is thought to involve local cutaneous vascularization and
lymphatic drainage imbalance. Traditional treatment options are often ineffective, and
no established efficient treatment exists. We present a case study of a 17-year-old
male with Morbihan's syndrome who showed resistance to traditional treatments but
responded well to a combination of cromolyn sodium nasal spray and oral montelu-
kast after histopathology revealed hyperplasia of plasma cells and mast cells. This
combination has not been used before for Morbihan's syndrome. Our review of the

literature also provides insight for clinicians seeking to manage this condition.

adult's Morbihan disease, cromolyn sodium, mast cell, montelukast, Morbihan syndrome

unknown, treatment management is challenging and no treatment
guideline has been defined yet.®

Various topical and systemic medications have been used, gen-
erally with poor outcomes. In this study, we report an MD case that
was not responsive to classic treatment options and finally was
treated based on biopsy findings after a therapeutic challenge.

2 | CASE REPORT

A 17-year-old boy was referred with a history of intermittent, painless,
and bilateral facial edema on the upper and midface from 1year ago,
which has recently become more severe and persistent. He had a his-

tory of acne vulgaris (Figure 1A). The patient did not mention a history
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FIGURE 1 (A)Edema of the face
especially eyelids with visual impairment,
also sparse papules and pustules. (B) A
dramatic response after adding cromolyn
sodium nasal spray and oral montelukast.
(C) Low power (10x) magnification
shows edema with variable fibrosis,
loose granuloma, and perivascular
lymphocytic (arrows) infiltration in upper
to deep dermis. (D) High power (40x)
magnification shows mast cells (arrow),
plasma cells, and polymorphonuclear cells
hyperplasia is seen.

of facial erythema against heat, flushing attacks, and symptoms related
to rosacea disease. Also, he did not have any history of alcohol con-
sumption. He was otherwise healthy and did not take any medication.
Examination showed prominent erythematous, firm, and non-tender
edema of the face especially eyelids with visual impairment.

Laboratory tests especially for collagen vascular disorders and
imaging (orbital MRI and chest X-ray) were normal. Before any treat-
ments, the patient underwent a 3 millimeters punch biopsy with sus-
pected MD from about 2cm below the lower eyelid of the left eye.
The clinical diagnosis was confirmed by histopathology that revealed
edema with variable fibrosis, loose granuloma, and perivascular in-
filtration of lymphocytes with hyperplasia of plasma cells and mast
cells (Figure 1C,D).

The patient started on isotretinoin (20mg every other day) and
prednisolone (25mg daily) but because of elevated triglycerides
level, the dose of isotretinoin was reduced to 20 mg weekly, and clo-
fibrate 500 mg daily was started. As the clinical condition improved,
the dose of prednisolone tapered within 2months, but with 10mg
per day, the edema increased gradually.

Therefore, along with isotretinoin 20 mg weekly and predniso-
lone 10 mg daily, we administered colchicine 1 mg once daily, as well
as microneedling and intralesional injection (4 mg/mL) with triamcin-

olone monthly. Triamcinolone 40mg/mL was diluted with lidocaine

2% 1:10; 1cc of the solution was injected intradermally into the le-

sion, and 1 cc of this solution was used in microneedling the lesion.
At first, facial edema decreased relatively but despite these treat-
ments, the disease recurred after 3months significantly, so the pro-
tocol of treatment changed.

The patient was treated with cromolyn sodium nasal 2% spray
twice a day and oral montelukast (10 mg daily), so a dramatic reduc-
tion was seen in the facial edema after 3weeks of the treatment
(Figure 1B). We could discontinue prednisolone over 2months and
isotretinoin was maintained. No recurrence occurred for the patient
during the 1year follow-up. Since the biopsy site was on the face,
the patient refused to allow us to do a second biopsy after heal-
ing. As a result, the treatment was assessed based on the patient's
clinical response rather than comparing the amount of mast cells on

pathology slides.

3 | DISCUSSION

MD is an illness that is rarely documented and it is still considered
as a diagnosis of exclusion with a wide spectrum of differential diag-
noses. MD's pathophysiology is also yet unclear? and was discussed
about it in the File S1.



234

BAZARGAN ET AL.

TABLE 1 Successful treatments of Morbihan's disease patients from 2014 to 2021 by literature review.

Author Year Sex Age
Hattori, Y. 2021 M 32
etal.
Donthi, D. 2021 M 67
etal.
M 50
Cinar, G.N. 2021 M 18
et al.
Yvon, C.etal. 2020 M: 8 Mean age:
F:2 67
Welsch, K. 2020 M: 2 Mean age:
et al. F:2 63
Pflibsen, L.R. 2020 M 55
et al.
Kutlay, S. 2019 F:2 51,45
et al.
Olvera, V. 2019 M: 3 5il
et al. 62
29
Kim, J.E. 2019 NA NA
et al.
Kafi, P.etal. 2019 F 65

Histopathology
NA

Mild spongiosis with periadnexal
mixed infiltrate and dermal
edema. The dermis showed
perivascular and perifollicular
lymphoplasmacytic
inflammation, solar elastosis,
and superficial dermal
telangiectasia. No granulomata
were observed

Dermis with perivascular
and perifollicular
lymphoplasmacytic
inflammation, solar
elastosis, and superficial
dermal telangiectasias. No
granulomata were observed

NA

Features of inflammation
and vascular dysfunction,
are highly suggestive of a
rosacea histological picture
complicated by chronic
lymphoedema

Chronic inflammation, some
granulomas, and histiocytes

NA

Granulomatous blepharitis

Superficial perivascular
dermatitis, dermal edema, and
chronic lymphoplasmacytic
perifolliculitis

Superficial and deep periadnexal
dermatitis with lymphocytic
infiltration

Various extents of perivascular
and perifollicular inflammation
and dermal edema

Non-specific inflammation
consistent with rosacea

Treatment Duration

Surgical -
Lymphaticovenous
anastomosis

2 cases with a 3months
combination of 2.5%
hydrocortisone

cream, brimonidine

0.33% gel,

metronidazole gel,

and doxycycline

Complete decongestive ~ 8weeks
therapy for 24

sessions

Ten cases: the most NA
effective treatments
included oral

isotretinoin,

intralesional
triamcinolone, and

debulking surgery

Mean:
14 months

Four cases with ultralow
dose isotretinoin
(10 mg daily) and
antihistamines

Surgical resection -

Two cases with complete NA
decongestive therapy
for 10-15 sessions

Three cases with high- 1lyear
dose isotretinoin
Six cases with surgical -
eyelid reduction
Omalizumab 450 mg Monthly for
5months

Recurrence

No recurrence
after 1year of
follow-up

No recurrence
after 1year of
follow-up

NA

NA

NA

Contralateral
involvement
after 3years

NA

No recurrence
after 1year of
follow-up

NA

NA
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TABLE 1 (Continued)

Author Year Sex Age Histopathology Treatment Duration Recurrence
Boparai, R.S. 2019 F 40 Acanthotic epidermis with Two cases with oral NA NA
et al. hypergranulosis and isotretinoin and
architectural disarray prednisolone
M 61 Demodex and mild lymphocytic
infiltrate in and around the
follicles, as well as superficial
vascular ectasia and prominent
sebaceous glands
Cabral, F. 2018 M 61 Edema between collagen Oral isotretinoin and NA NA
etal. fibers, dilated vessels corticosteroid
with telangiectasias, and
lymphocytic infiltrate
Tsiogka, A. 2018 M 44 Edema in upper dermis, discrete Intralesional Monthly for No recurrence
etal. perivascular and periadnexal triamcinolone 4 months after
lymphocytic infiltrate without 8months of
granulomatous reaction, and follow-up
interstitial mast cells
Chaidemenos, 2018 F 63 Perivascular and periadnexal Doxycycline 8months NA
G.etal. lymphohistiocytic infiltrate,
dermal edema, mild fibrosis,
and sebaceous gland
hyperplasia. Demodex mites
within the follicular openings
were also present
Yu, X. et al. 2017 M 42 Dermal telangiectasias and Tripterygium wilfordii 6weeks NA
lymphocytic infiltration around
the pilosebaceous glands
Okubo, A. 2017 NA NA Infiltration of mast cells Four cases with long- NA NA
etal. term doxycycline
Carruth, B.P. 2017 M: 4 Mean age: NA 5 cases, 1: debulking, NA NA
et al. F:1 62 2: doxycycline with
debulking, 3: bilateral
blepharoplasty, 4, 5:
intralesional steroid
Kabuto, M. 2015 F 64 Marked edema and perivascular Minocycline 100 mg daily 4 months NA
etal. and perifollicular lymphocytic
infiltration throughout the
dermis
Fujimoto, N. 2015 M 74 Marked dermal edema, Minocycline 4 months No recurrence
etal. perivascular and after
perisebaceous mononuclear 8months of
cell infiltration, granulomatous follow-up

reaction in the deep dermis,

deep-reaching fibrosis,

and numerous mast cells

throughout the dermis

Abbreviation: NA, not available.

Regarding microscopic findings, evidence of inflammation in
favor of rosacea histopathological picture was detected in the major-
ity of previously reported cases,*® which were usually accompanied
by perivascular and perifollicular lymphoplasmacytic patterns.*? In
addition, non-specific findings such as dermal edema, architectural
disarray, and vascular ecstasies were discovered in some patients.

Mast cell infiltration was also seen in a few cases.?

To date, no treatment guideline for MD is established. As a re-
sult, its management is primarily empirical, and pharmaceutical
therapy options have primarily consisted of isotretinoin, steroids,
antibiotics, and antihistamines (Table 1).>'° Clinical response to
these treatments has been mainly insufficient and the lack of a clear
etiology prevents the development of more targeted treatments.”

More treatment methods were discussed in the File S1.
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Here, we present a 17-year-old male with a history of acne vulgaris
who was diagnosed with MD based on histological findings of his facial
skin biopsy. What distinguishes this case is its brand new treatment
with cromolyn sodium nasal spray and oral montelukast, which is, to
our knowledge, the first reported one. He was placed on cromolyn so-
dium nasal spray and oral montelukast, which resulted in a dramatic
response and no recurrence after a 1year follow-up was observed.

In terms of treatment, conventional treatment options such as
isotretinoin, antibiotics, steroids, and antihistamines have been uti-
lized solely or in combination with each other in the majority of pre-
viously described cases.!

The efficacy of treatment has varied; for instance, Lauren A.
et al. successfully treated five cases of Morbihan disease with long-
term usage of oral isotretinoin, but according to the literature, it may
not be an effective solution in 20% of patients‘7

Following our observation of mast cells in our patient's histology,
we came up with cromolyn sodium, a medicine that suppresses the
release of histamine and leukotrienes, as well as mast cell degranu-
lation. Montelukast was also added to the treatment as it is a highly

selective leukotriene receptor antagonist.

4 | CONCLUSION

We report an effective treatment of an MD patient with a combina-
tion of a mast cell stabilizer and a leukotriene antagonist medication,
which demonstrated a dramatic response and no recurrence after a

1year follow-up.
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