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Progressive disfiguring facial masses with pupillary axis obstruction from Morbihan syndrome: A case report

Zhang L et al. Morbihan syndrome

Lei Zhang, Sheng Yan, Lei Pan, Su-Fan Wu

Lei Zhang, Sheng Yan, Su-Fan Wu, Department of Plastic and Reconstructive Surgery, Plastic and Reconstructive Surgery Center, Zhejiang Provincial People’s Hospital, Affiliated Hospital of Hangzhou Medical College, Hangzhou 310014, Zhejiang Province, China

Lei Pan, Department of Plastic and Reconstructive Surgery, Plastic and Reconstructive Surgery Center, Zhejiang Provincial People's Hospital, People's Hospital of Hangzhou Medical College, Hangzhou 310014, Zhejiang Province, China

Author contributions: Zhang L collected the data and drafted the manuscript; Yan S participated in the operation; Pan L designed the research and revised the paper; Wu SF helped to check the language; all authors read and approved the final manuscript.

Corresponding author: Lei Pan, MD, Attending Doctor, Surgeon, Department of Plastic and Reconstructive Surgery, Plastic and Reconstructive Surgery Center, Zhejiang Provincial People's Hospital, People's Hospital of Hangzhou Medical College, No. 18 Shangtang Road, Hangzhou 310014, Zhejiang Province, China. prs_dr_panlei@163.com

Received: January 5, 2021
Revised: May 31, 2021
[bookmark: OLE_LINK15][bookmark: OLE_LINK33][bookmark: OLE_LINK48]Accepted: July 9, 2021
Published online: 

 15 / 15

Abstract
BACKGROUND
Morbihan syndrome is a rare illness, which presents with recurrent pitting edema on the upper two thirds of the face causing facial contour deformities, and Morbihan syndrome obstructing the pupillary axis with ptosis was seldomly reported.

CASE SUMMARY
A 59-year-old woman presented with a 15-year history of facial swelling that progressively invaded bilaterally from the inner canthus and eyelids outwards. Imaging examination indicated that the bilateral periorbital and the left temporal soft tissues had swelling without cranium invasion. Histopathological analysis showed a large amount of lymphocyte infiltration, and immunohistochemistry showed positive expression of CD68 in clear-cut granulomas and D2-40 in the lymphatic endothelium. Finally, the clinical diagnosis of Morbihan syndrome was confirmed.

CONCLUSION
Morbihan syndrome is an infrequent and refractory disease, which is characteristic with recurrent woody facial edema on the upper two thirds of the face. Solid facial edema is persistent and non-pitting, causing facial contour deformities and even vision field impairment. The diagnosis of Morbihan syndrome depends on clinical features, imaging information, and pathology. Blepharoplasty is optional to improve the visual field for these patients with severe pupillary axis obstruction.
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Core Tip: Morbihan syndrome is a rare and refractory condition that is characterized by persistent edema on the upper two thirds of the face. We report a Morbihan syndrome patient with progressive disfiguring facial masses to cause pupillary axis obstruction. The features and prognosis of this disease are carefully described to help clinical physicians know this illness.

INTRODUCTION
Morbihan syndrome, first reported in 1957 by Robert Degos, is a rare, refractory, but striking disease[1]. Typically, Morbihan syndrome presents with recurrent pitting edema on the upper two thirds of the face. It also gradually evolves into persistent solid, non-pitting, asymptomatic edema without pain to cause facial contour deformities and even visual field narrowing[2]. Lymphedema is the typical histopathological feature and sarcoidal granulomas can develop gradually over time without treatment[3]. Because of few related imaging reports, Morbihan syndrome is likely to be misdiagnosed, which delays the treatment to cause syndrome progression. We herein report a case of Morbihan syndrome with bilateral periorbital masses causing pupillary axis obstruction, and carefully analyze the clinical features, imaging information, histopathology, and treatment of this patient.

CASE PRESENTATION
Chief complaints
A 59-year-old Asian woman presented with multiple facial masses for 15 years and blurred vision of the left eye for 3 mo.

History of present illness
The patient presented with a 15-year history of facial swelling that progressively invaded bilaterally from the inner canthus and eyelids outwards. In recent years, the swelling gradually turned into pendulous masses causing severe disfigurements, brow ptosis, and palpebral fissure distortion (Figure 1). Three months prior to admission, the patient complained blurred vision with pupillary axis obstruction of the left eye. The patient reported no pain or itching on the lesion.

History of past illness
The patient denied any previous medical history.

Personal and family history
The patient denied bad personal habits and any family history.

Physical examination
Physical examination showed non-pitting masses in the bilateral periocular regions including the inner canthus, upper and lower eyelid, and zygomatic, and in the left temple region with a clear boundary (Figure 1), which were rigid and had no associated tenderness. She showed no signs of rosacea and no other abnormities were found on her body or limbs.

Laboratory examinations
Routine blood and urine examinations, coagulation function and biochemistry parameters, and tumor markers showed normal results.

Imaging examinations
Cranial magnetic resonance imaging indicated that the bilateral periorbital and the left temporal soft tissues had swelling without cranium and intra-orbital invasion, and T1 weighted imaging and T2 weighted showed iso-intensity signals (Figure 2).
Postoperative histological findings showed a large amount of histiocyte infiltration in clear-cut granulomas (Figure 3A), and infiltration of lymphocytes, foam-like histiocytes, multinucleated giant cells, and mast cells around blood and lymphatic vessels (Figure 3B). Tissue edema was observed in the dermis with lymphatic vessel dilatation and the focal perilymphatic granulomatous reaction. Immunohistochemical staining showed positive expression of CD68 in perivascular, perilymphatic, and perifollicular histiocytic infiltration as well as fibrosis reaction (Figure 3C). The dilated lymphatic vessels were formed by the D2-40 positive lymphatic endothelium (Figure 3D).

FINAL DIAGNOSIS
Morbihan syndrome.

TREATMENT
Blepharoplasty was performed under local anesthesia. The skin and mass superficial to the tarsus were totally excised and removed on the left upper eyelid. After surgery, intralesional injections of triamcinolone (80 mg) were given to the residual masses. Isotretinoin (20 mg/d) and tetracyclines (500 mg/d) were also given to the patient for 3 mo.

OUTCOME AND FOLLOW-UP
The patient’s vision field was improved and the progression of facial mass was sluggish during 1-year follow-up.

DISCUSSION
Morbihan syndrome was first reported in 1957[2]. It is characterized by chronic persistent edema on the upper half of the face[4]. In most cases, systemic manifestations were absent and laboratory tests were negative. The diagnosis of Morbihan syndrome mainly relies upon clinical and pathological features[5]. In this case with a 15-year history of swelling, persistent lymphedema resulted in lymphatic damage and fibrosis, thus causing facial deformities and even pupillary axis obstruction.
The typical histopathological feature in early stage of Morbihan syndrome is localized lymphedema, with the presence of dilated blood vessels, and perivascular and perifollicular infiltration of histiocytes including lymphocytes, neutrophils, and mast cells[6]. Recurrent and prolonged inflammatory response would sequentially trigger the dermal lymphatic vessel dilation, obstruction, and even lymph drainage alteration. Eventually, non-pitting edema would be transformed into a persistent solid mass, which is symbolized by the generation of fibrotic induration and sarcoidal granulomas. This case showed evidence of granulomas, which indicated that the syndrome has progressed into late phase. Immunohistochemical studies showed D2-40 expression in the lymphatic endothelial cells, which was reported to be the typical phenotype of endothelial cells in Morbihan syndrome[7]. In addition, CD68 could also act as a histological marker for Morbihan syndrome to exclude carcinoma[8].
The pathogenic mechanisms of Morbihan syndrome are unclear, and some dermatologists recognized it as one of complications of rosacea[9]. However, there are also some reported cases of Morbihan syndrome that show no clinical manifestations of rosacea, which are similar to our case[10].
There is still no consensus on the standard treatment for this disease. To date, few reported cases showed medication therapies like corticosteroids and antibiotics that were beneficial for patients with Morbihan syndrome to relieve the symptoms[11]. We hold the opinion that early diagnosis and treatment are essential for the well-being of the patient. Ignorance of the syndrome progression from the physician and/or the patient, and the absence of effective treatments could possibly contribute to the chronic course of Morbihan syndrome like this patient. Patients suffering from Morbihan syndrome usually do not complain of any other symptoms until the vision field is impaired like this case. For patients with pupillary axis obstruction, surgical intervention is necessary to remove tissue mass and restore the normal visual field[12]. Blepharoplasty is supposed to treat the visual shade resulting from Morbihan syndrome progression.

CONCLUSION
Morbihan syndrome is an infrequent and refractory disease, which is characteristic with recurrent woody facial edema on the upper two thirds of the face. Solid facial edema is persistent and non-pitting, causing facial contour deformities and even vision field impairment. The diagnosis of Morbihan syndrome depends on clinical features, imaging information, and pathology. Blepharoplasty is optional to improve the visual field for these patients with severe pupillary axis obstruction.
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Figure Legends
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Figure 1 Clinical images of the patient. A: Front view; B and C: Lateral view. The masses were distributed among the upper two thirds of the patient’s face and caused severe facial disfigurement and pupillary axis obstruction of the left eye.
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Figure 2 Imaging examination. Axial magnetic resonance imaging of the patient’s head showed bilateral periorbital and left temporal soft tissue swelling (red arrow) without cranium and intra-orbital invasion, and T1 weighted imaging (T1WI) and T2 weighted imaging (T2WI) showed iso-density signals. A: Left temporal soft tissue swelling on T2WI; B: Bilateral periorbital soft tissue swelling on T1WI; C: Bilateral infraorbital and zygomatic facial swelling on T2WI; D: Bilateral infraorbital and zygomatic facial swelling on T1WI.
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[bookmark: _GoBack]Figure 3 Histological and immunohistochemistry images. A: Large amount of lymphocyte and histiocyte infiltration in clear-cut granulomas (hematoxylin-eosin staining, × 40); B: The infiltration of lymphocytes, foam-like histiocytes, multinucleated giant cells, and mast cells (hematoxylin-eosin staining, × 200); C: Positive expression of CD68 in histiocytes in clear-cut granulomas (immunohistochemical staining, × 100); D: Positive expression of D2-40 in the lymphatic endothelium and lymphatic vessel dilatation (immunohistochemical staining, × 100).
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