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Abstract

Localized amyloidosis of the lacrimal gland is a rare disease. We report a case of transthyretin-
positive localized amyloidosis of the lacrimal gland in a 74-year-old man with left lacrimal
gland swelling. Biopsy of the left lacrimal gland showed extensive deposition of nonstructural
eosinophilic material in the secretory gland and ducts, which stained positive with direct fast
scarlet. Immunostaining was negative for amyloid A and positive for both globulin light chain
(kappa, lambda) and transthyretin. It is necessary to consider the possibility of senile systemic
amyloidosis, even if localized amyloidosis of the lacrimal gland is suspected.
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Introduction

Amyloidosis causes functional and morphological impairment due to the extracellular
deposition of amyloid protein in various organs. Amyloidosis can be classified into systemic
amyloidosis, in which amyloid is deposited in the tissues and organs, and localized amyloido-
sis, in which amyloid deposition is localized [1]. Periocular amyloidosis is reported to be lo-
calized to the eyelids, cornea, and conjunctiva [2]. There have been several reports of amyloi-
dosis of the lacrimal gland in the literature, although it is a relatively rare condition [3-8].
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Herein, we report a case of transthyretin-positive amyloidosis localized to the lacrimal gland,
which was diagnosed by a biopsy of the lacrimal gland mass.

Case Report

A 74-year-old man was diagnosed with sarcoidosis uveitis at another hospital in July 2015
and was prescribed steroid eye drop therapy. Swelling of the lacrimal gland was observed in
June 2018, and the patient was referred to our hospital for detailed examination (Fig. 1). The
best-corrected decimal visual acuity was 0.8 and 1.0 in the right and left eyes, respectively.
The right eye showed opaque media, which was a nuclear cataract. Pseudophakia was ob-
served in the left eye. Although there were no inflammatory cells in the anterior and vitreous
chambers, mild retinal vasculitis and mild epi-retinal membrane were observed on fluores-
cein fundus angiography. Uveitis caused by sarcoidosis was thought to be relatively con-
trolled. Lacrimal gland biopsy was performed because of the possibility that the left lacrimal
gland swelling was caused by sarcoid granuloma. The biopsy revealed extensive deposition of
nonstructural eosinophilic material in the secretory gland and ducts, which was direct fast
scarlet positive. Immunostaining was negative for amyloid A and positive for globulin light
chains (kappa and lambda) (Fig. 2). Orbital magnetic resonance imaging and thoracoab-
dominal computed tomography revealed no other lesions. Hence, a diagnosis of primary lo-
calized lacrimal gland light chain (AL) amyloidosis was made. However, additional im-
munostaining revealed transthyretin positivity (Fig. 3). Electrocardiography and echocardi-
ography did not reveal any obvious heart disease. Clinically, primary localized lacrimal gland
amyloidosis was suspected. Since the specimen was positive for transthyretin, the possibility
of senile systemic amyloidosis was also taken into consideration, and the patient is currently
being followed up.

Discussion

The eyelid, cornea, and conjunctiva are the common sites for localized amyloidosis of the
eye, while the lacrimal gland is relatively rarely involved [3-8]. The patient described in this
report was being treated for sarcoidosis uveitis. Since there have been reports of lacrimal am-
yloidosis complicated by systemic diseases such as Sjogren’s syndrome, sarcoidosis, and mul-
tiple myeloma [9, 10], the possibility of systemic amyloidosis was also considered. Several
studies have reported that amyloidosis can be complicated by sarcoidosis [11-16]. However,
this patient tested negative for amyloid A and positive for globulin light chain, and thus, a di-
agnosis of localized AL amyloidosis of the lacrimal gland was made. Moreover, according to
earlier reports, most cases of ocular appendage amyloidosis are characterized by the deposi-
tion of AL type amyloid protein [2, 17, 18]. However, additional immunostaining confirmed
the presence of transthyretin. Wild-type transthyretin deposits are observed in the cardiac
tissue of elderly patients with senile systemic amyloidosis, in whom it is an important cause
of heart failure and arrhythmia [19]. Senile systemic amyloidosis is often asymptomatic, and
autopsy studies have shown that 20-30% of patients above the age of 80 years have senile
systemic amyloidosis [20, 21]. Lacrimal gland biopsy revealed transthyretin-positive amyloi-
dosis in this patient. Although cardiac symptoms, which are the principal symptoms, were not
observed, the possibility of senile systemic amyloidosis with lacrimal gland lesions cannot be
denied, since it is often asymptomatic. However, there have been no reports of AL amyloidosis
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concomitant with transthyretin-positive amyloidosis as seen in this case, which was ex-
tremely challenging to diagnose.

Earlier reports have shown that there may be cases where immunostaining may provide
false-positive results for transthyretin, rendering the immunohistological classification of am-
yloidosis difficult [22]. Furthermore, the possibility of false positive results cannot be denied
in this case. However, since there have been no reports of false-positive results for transthy-
retin lacrimal gland amyloidosis, the possibility of senile systemic amyloidosis should be con-
sidered, and systemic examination seems essential.

Since the visual function is apparently unaffected by amyloidosis at present, the patient
is being followed up without treatment for amyloidosis. There is no consensus regarding the
treatment of localized lacrimal gland amyloidosis that causes no abnormality in visual func-
tion. Visual acuity and optic nerve disorders are considered to be less serious complications
of periocular amyloidosis. However, it can result in considerable ocular morbidity, such as eye
movement disorders and blepharoptosis [4, 23]. Surgical excision and radiation therapy are
the treatment options if the ocular symptoms become prominent [4]. Thus, we thought that it
was necessary to perform careful follow-up, taking into consideration the possibility of the
systemic and ocular symptoms of transthyretin-positive lacrimal gland amyloidosis. Contin-
ued follow-up should include electrocardiography and echocardiography, while considering
the possibility of heart disease.
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Fig. 2. Pathological examination and tissue immunostaining of the left lacrimal gland biopsy showing (a
original magnification x10, b original magnification x40) extensive deposition of nonstructural eosino-
philic material in the secretory gland and ducts (c original magnification x10, d original magnification x40),
which was direct fast scarlet (DFS) positive (e original magnification x40), amyloid A negative (f original
magnification x10, g original magnification x40), globulin light chain (kappa) positive (h original magnifi-
cation x10, i original magnification x40), and globulin light chain (lambda) positive.
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Fig. 3. Tissue immunostaining of the biopsy specimen of the left lacrimal gland showing transthyretin pos-
itivity (a original magnification x10, b original magnification x40).
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