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Intralymphatic histiocytosis of the upper eyelid in
a patient of Korean descent

A case report
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Abstract

Rationale: Diagnosing intralymphatic histiocytosis can be challenging due to its rarity. We present a case of intralymp®
histiocytosis in the upper eyelid of a Korean patient. We treated the condition by surgical debulking and intralesional triamcinolone
injection.

Patient concerns: A 59-year-old man was referred to our clinic with a 7-year history of unilateral swelling in the right upper
eyelid. He had previously been treated with long-term oral steroids and immunosuppressants, but his eyelid swelling persisted.
Unilaterally non-pitting erythematous edema was localized on the right upper eyelid without any itching or pain. His best corrected
visual acuity at presentation was 20/20 for both eyes. Enhanced orbital computerized tomography revealed edematous soft tissue
thickening in the right upper eyelid. In the laboratory testing, the erythrocyte sedimentation rate showed an increase of 19, and the
antinuclear antibody titer was positive with a homogeneous pattern.

Diagnoses: \We diagnosed the patient with intralymphatic histiocytosis based on the histopathological findings.
Intervention: \We attempted surgical debulking and biopsy on the right upper eyelid due to the persistent symptoms and the
absence of a definitive diagnosis.

Outcomes: The patient has demonstrated significant improvement after receiving an intralesional triamcinolone injection in the
right upper eyelid following the surgery and is currently under follow-up with no signs of recurrence.

Lesson: Ophthalmologists should consider intralymphatic histiocytosis in cases of persistent eyelid swelling that do not respond
to treatment, even in Asian patients. Surgical debulking and intralesional triamcinolone injections may be beneficial for improvement.

Abbreviations: CT = computed tomography, MRS = Melkersson-Rosenthal syndrome.
Keywords: eyelid edema, intralymphatic histiocytosis, triamcinolone

1. Introduction

Intralymphatic histiocytosis is a rare skin condition characterized
histopathologically by prominently dilated lymphatic vessels. It
can clinically present with nonspecific cutaneous symptoms. It is
difficult to diagnose a condition in which eyelid edema is the only
clinical manifestation because it is very rare for periocular swell-
ing to be the sole symptom.!"! The pathogenesis of intralymphatic
histiocytosis appears to be associated with chronic inflammation
of the affected area, although the exact cause is undetermined.
Intralymphatic histiocytosis results in lymph stasis and the sub-
sequent development of lymphangiectasis. It has sometimes been
discovered as an incidental histopathological finding. Here, we
report a case of intralymphatic histiocytosis presenting as isolated
unilateral eyelid edema in a patient of Korean descent.
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2. Case presentation

A 59-year-old man was referred to our clinic with a 7-year his-
tory of unilateral swelling in his right upper eyelid. The patient,
of Korean descent, had a history of well-controlled hyperten-
sion. He had previously received oral steroid and immunosup-
pressant treatments at other clinics (although he was unable
to confirm the dosages), but the swelling of his eyelids did not
improve. Physical examination revealed unilateral erythematous
swelling on the right upper eyelid without any itching or pain
(Fig. 1). On the initial ophthalmologic examination, the visual
acuity was 20/20, and the intraocular pressure was 14 mm Hg
in both eyes. Slit-lamp examination revealed corneal opacity in
the left eye and cataracts in both eyes. The patient underwent
a thorough clinical investigation, including enhanced orbital
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computed tomography (CT) and comprehensive laboratory
tests. All laboratory findings were normal, except for an increase
in the erythrocyte sedimentation rate by 19 and a positive anti-
nuclear antibody titer. An orbital CT scan showed edematous
soft tissue thickening in the right upper eyelid. The patient did
not show any signs of cranial nerve palsy or a fissured tongue.
He denied any recent history of infection, allergies, or trauma.

Due to the persistent edema without a definitive diagnosis, an
oculoplastic surgeon attempted surgical debulking and biopsy
of the right upper eyelid. Hematoxylin and eosin staining of
the specimen revealed a normal epidermis and papillary der-
mis but prominently dilated vascular structures in the reticular
dermis. The dilated lymphatic lumen was filled with a chronic
granulomatous inflammatory infiltrate of mononuclear epithe-
lioid cells (Fig. 2A and B). The immunohistochemical investi-
gations demonstrated ectasia of the dermal blood vessels and
lymphatics with CD31-positive endothelial cells (Fig. 3A). We
observed intravascular and extravascular clusters of CD68-
positive/CD45-negative histiocytic-epithelioid cells (Fig. 3B and
C). CD1a was positive (Fig. 3D).

The patient was diagnosed with intralymphatic histiocytosis,
and the symptoms partially improved after surgery (Fig. 4A).
The patient has shown significant improvement after receiving
an intralesional triamcinolone injection in the right upper eyelid
following surgery (Fig. 4B). Currently, the patient is under fol-
low-up with no signs of recurrence.

3. Discussion

Information regarding intralymphatic histiocytosis is lacking in
the ophthalmologic literature. Intralymphatic histiocytosis, first
described by O’Grady et al,?! is an uncommon reactive condi-
tion clinically characterized by nonspecific cutaneous manifes-
tations and histopathologically characterized by mononuclear
histiocytes accumulation within dilated lymphatic vessels."!

Figure 1. A photograph showing non-pitting and erythematous swelling of
the right upper eyelid.
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Numerous cases of intralymphatic histiocytosis have been
reported in association with various inflammatory and neoplas-
tic diseases, including rheumatoid arthritis, reactions to metal
joint implants, Merkel cell carcinoma, breast cancer, and colon
cancer.*! Allergies, chronic inflammation, and lymphangiectasis
may be potential causes. Lymphatic drainage obstruction is typi-
cally caused by congenital abnormal vessels or damage acquired
to the lymphatic vessels from infection, trauma, surgery, or radi-
ation.[! Several studies have reported that intralymphatic his-
tiocytosis of the eyelid can occur with systemic diseases such as
Melkersson-Rosenthal syndrome (MRS) or Morbihan disease.

MRS and Morbihan disease are in the spectrum of diseases
associated with persistent facial lymphedema. These conditions,
which are both accompanied by intralymphatic histiocyto-
sis, share similar histopathological patterns. Despite the histo-
pathological similarities of non-caseating granulomas, MRS and
Morbihan disease often present with different clinical symptoms.
While MRS often manifests as lower facial lymphedema involv-
ing the lips and tongue,”’ Morbihan disease often demonstrates as
upper and bilateral facial lymphedema involving the eyelids with
a history of rosacea.’! Only 8% to 25% of patients with MRS
have a complete triad of orofacial edema, facial nerve palsy, and
tongue furrowing.’! Morbihan disease, also known as rosaceous
lymphedema or solid persistent facial edema, is an end-stage pre-
sentation of rosacea.!'” The research on MRS and Morbihan dis-
ease includes reported cases in which patients manifest isolated
unilateral eyelid swelling as a possible variant of these 2 diseases.

Similarly, the patient in this study experienced unilateral perio-
cular swelling for 7 years. Without any other histopathologic
findings or additional triad features, we concluded that this was
a type of intralymphatic histiocytosis. We consulted the derma-
tology department, which confirmed no evidence of rosacea. This
case is similar to previous reports of monosymptomatic periocu-
lar MRS. However, all cases reported in Korea were accompanied
by orofacial edema, facial nerve paralysis, or other symptoms and
were managed without surgical intervention. To the best of our
knowledge, this is the first reported case of intralymphatic histio-
cytosis with unilateral swelling in a patient of East Asian ethnicity
with no history of any other inflammatory diseases. The patient
underwent surgical debulking for biopsy and cosmetic improve-
ment, followed by an intralesional triamcinolone injection.

The histopathologic examination revealed perilymphatic,
intralymphatic, and non-necrotizing granulomatous inflamma-
tion. The pathology inset of CD68 revealed that the intralumi-
nal cells were diffuse histiocytes. The presence of CD31-positive
endothelium surrounding the infiltrate confirmed their location
within the lumen. Lymph stasis may cause inadequate clearance
of antigens and localized immune dysfunction, which chron-
ically stimulates histiocyte proliferation and aggregation. This
can lead to chronic inflammation. We considered Langerhans
cell histiocytosis or Rosai-Dorfman disease as differential diag-
noses but ruled them out based on morphological and immuno-
histochemical findings. Inmunohistochemically, the endothelial

Figure 2. The histopathologic examination of the patient revealed numerous irregularly dilated vessels throughout the dermis (H&E, x40) (A). The dilated 4
d lymphatic lumen was filled with a chronic granulomatous inflammatory infiltrate of mononuclear epithelioid cells. Dilated vessels also exhibited intraluminal
accumulations of mononuclear cells (H&E, x400) (B). H&E = Hematoxylin and eosin.
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Figure 3. Dilated lymphatics filled with a chronic, non-caseating granulomatous inflammatory infiltrate. The inset demonstrates a CD31-positive endothelium
surrounding the infiltrate and confirms its intraluminal location (A). Pathology insets of CD68 (B), CD45 (C), and CD1a (D), respectively.

Figure 4. Photographs showed the clinical appearance of a non-pitting and erythematous swelling on the right upper eyelid after surgical debulking (A), fol-

lowed by intralesional triamcinolone injection (B).

cells lining the dilated lumina exhibited CD31 immunoreactiv-
ity. The intraluminal histiocytes we observed did not exhibit
emperipolesis or S-100 protein immunoreactivity. Additionally,
CD1a showed reactivity.

Diseases included in the spectrum of persistent facial lymph-
edema can be difficult to treat. Topical, intralesional, and sys-
temic corticosteroids have been the mainstay of treatment,
with varying results.''! When the disease is associated with
an underlying inflammatory condition or malignancy, the
intralymphatic histiocytosis may resolve by treating the under-
lying disorder.'?! Possible treatments include electron beam
therapy, cyclophosphamide, topical and systemic steroids,
amoxicillin and acetylsalicylic acid, pentoxifylline, NSAIDs,
excision, pressure bandages, topical tacrolimus, and metho-
trexate.3! We observed partial symptom improvements after
surgical debulking and a significant improvement in erythem-
atous edema of the upper eyelid in this patient after intral-
esional triamcinolone injection. The unilateral eyelid edema
responded to intralesional steroid injection. This case suggests
that prioritizing surgical debulking followed by intralesional
steroid injection can be an effective treatment for isolated eye-
lid edema, sparing other systemic treatments for recurrence.

4. Conclusions

Ophthalmologists encountering patients who suffer from per-
sistent isolated eyelid swelling that does not respond to treatment

should consider persistent lymphedema of the face. They should
conduct a comprehensive history and physical examination to
gather information about the patient’s history of rosacea, the
location of the edema, and any other systemic diseases. Active
communication with the dermatology and pathology depart-
ments can help facilitate a diagnosis. Although there are no spe-
cific guidelines for intralymphatic histiocytosis treatment, surgical
debulking and intralesional steroid injection can be attempted.

Acknowledgements

The authors would like to thank the patient for providing
informed consent for publication.

Author contributions

Conceptualization: Dong Hee Ha, Jeong Kyu Lee.

Data curation: Dong Hee Ha, Jeong Kyu Lee.
Investigation: Hee Sung Kim, Jeong Kyu Lee.

Writing — original draft: Dong Hee Ha.

Writing — review & editing: Hee Sung Kim, Jeong Kyu Lee.

References

[1] Akarsu C, Atasoy P, Erdogan S, et al. Bilateral upper eyelid edema in
Melkersson-Rosenthal syndrome. Ophthalmic Plast Reconstr Surg.
2005;21:243-5.



Ha et al. ® Medicine (2023) 102:45

(2]
[3]

O’Grady JT, Shahidullah H, Doherty VR, et al. Intravascular histiocy-
tosis. Histopathology. 1994;24:265-8.

Belousova IE, Kastnerova L, Khairutdinov VR, et al. Unilateral perio-
cular intralymphatic histiocytosis, associated with Rosacea (Morbihan
disease). Am | Dermatopathol. 2020;42:452-4.

Demirkesen C, Kran T, Leblebici C, et al. Intravascular/intralymphatic
histiocytosis: a report of 3 cases. Am ] Dermatopathol. 2015;37:783-9.
Koo T, Kang HJ, Kim MS, et al. Intralymphatic histiocytosis associated
with osteoarthritis: a case report. Ann Dermatol. 2022;34:225-7.
Requena L, El-Shabrawi-Caelen L, Walsh SN, et al. Intralymphatic his-
tiocytosis. A clinicopathologic study of 16 cases. Am ] Dermatopathol.
2009;31:140-51.

Wnuk-Klosinska A, Jenerowicz D, Bowszyc-Dmochowska M, et al.
Melkersson-Rosenthal syndrome — a therapeutically challenging dis-
ease. Postepy Dermatol Alergol. 2021;38:533-6.

(8]

[9

[10]

[11]

[12]

[13]

Medicine

Nagasaka T, Koyama T, Matsumura K, et al. Persistent lymphoe-
dema in Morbihan disease: formation of perilymphatic epithelioid
cell granulomas as a possible pathogenesis. Clin Exp Dermatol.
2008;33:764-7.

Rogers RS, 3rd. Melkersson-Rosenthal syndrome and orofacial granu-
lomatosis. Dermatol Clin. 1996;14:371-9.

Macca L, Li Pomi F, Motolese A, et al. Unilateral Morbihan syndrome.
Dermatol Rep. 2022;14:9270.

Hornstein OP. Melkersson-Rosenthal syndrome — a challenge for der-
matologists to participate in the field of oral medicine. ] Dermatol.
1997;24:281-96.

Blackwell TJ, Ingersoll Z, Blackwell M. Intralymphatic histiocytosis: an
unusual presentation. Case Rep Dermatol. 2021;13:1-6.

Barba E, Colato C, Girolomoni G. Intralymphatic histiocytosis: a case
report and review of literature. ] Cutan Pathol. 2015;42:593-9.



