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Objective: The purpose was to present the demographic data, clinical presentation, and
treatment options, and to evaluate prognosis, for periocular and orbital amyloidosis in patients
at the Songklanagarind Hospital, Thailand.

Method: This was a retrospective study that reviewed the clinical records of six patients
who were diagnosed with periocular and orbital amyloidosis between January 1, 2002 and
December 31, 2011.

Results: The series included six patients (five female and one male). The mean age was
39.7 years (range 15-79 years). There were five cases of unilateral lesion and one case of bilateral
lesion. The most common symptom was a mass lesion (83.3%), followed by irritation (66.7%),
bloody tears (16.7%), epiphora (16.7%), eye pain (16.7%), and ptosis (16.7%). Five cases had
periocular involvement and one case had orbital involvement. Five cases were investigated
to rule out systemic amyloidosis, and no systemic involvement was found in these cases. The
median duration of symptoms was 6 months, but the mean was 31 months. The main treatment
option was surgical excision. The mean follow-up time was 41 months. There was disease
progression in 20% of cases after definitive treatment.

Conclusion: Periocular and orbital amyloidosis presented with a variety of symptoms,
depending on the location of the disease. A mass lesion was the most common symptom. The
intent of the treatment modalities was to spare function.
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Introduction

Amyloidosis is a heterogeneous group of diseases characterized by extracellular
amyloid deposits in different organs.! The clinical presentation can be classified by
the clinicopathological features, the disease locations and magnitude of amyloid
deposits.' The gold standard of amyloid detection is the demonstration of apple-green
birefringence on congo red staining.? Sites of periocular and orbital amyloid deposit
are the lacrimal gland, eyelid, conjunctiva, and ocular adnexa, and these are generally
associated with primary localized diseases; however, all patients should be investigated
to rule out systemic involvement. Amyloidosis is a cause of tissue destruction and
is a progressive disease.’ Localized amyloidosis has no effect on survival.* Because
periocular and orbital amyloidosis is rare, the definitive diagnosis can be delayed, which
could lead to disease progression. The clinical presentation depends on the location of
the disease. Some research showed multiple myeloma to be associated with amyloidosis
in systemic amyloidosis.*® To date, the largest reported series of periocular and orbital
amyloidosis was of 24 patients (including seven cases with orbital involvement and 17
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cases with periocular involvement).” We report an additional
six patients with amyloidosis involving several locations: the
eyelid, conjunctiva, lacrimal gland, and lacrimal punctum.

Materials and methods

This is a retrospective study that collected data from clinical
records. Six patients were diagnosed with periocular
and orbital amyloidosis between January 1, 2002 and
December 31, 2011. The diagnosis of periocular and orbital
amyloidosis was confirmed by tissue histopathology. We
reviewed the clinical records of these patients: demographic
data, the duration of the clinical presentation, location of the
disease, the histopathologic result, treatment modalities, and
outcome. We analyzed the data using open-source statistical
software (Epicalc 2.13.2.2; R Foundation for Statistical
Computing, Vienna, Austria).

Results

Our study had six patients, five female (83.3%) and one male
(16.7%). The mean age was 39.7 £ 23.3 years, median age was
38.5 years, and the range of age was 15-79 years. The mean
duration of initial symptoms was 31 months, median time was
6 months, and the symptom duration range was 4 months to
11 years. The histopathology of all patients was reviewed. All
cases were confirmed the diagnosis of amyloidosis by congo
red stain with apple-green birefringence by polarized light.
One 46-year-old woman had an eyelid mass of the left eye.
Her histopathology showed amyloid deposition, appearing as
amorphous eosinophilic extracellular substance in the stroma
of the subepithelial area of the eyelid (Figure 1), and Congo red
stain demonstrated orange-red deposits of amyloid (Figure 2).
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Figure | Amyloid deposition appearing as an amorphous, eosinophilic extracellular
substance in the stroma of a subepithelial area of the eyelid.

R

Figure 2 Congo red stain demonstrating orange-red deposits of amyloid.

The affected eye was the left eye in five cases, and in one
case, both eyes were affected. All patients denied having a
history of trauma. Five patients had no underlying diseases.
One 79-year-old male, who had transitional cell carcinoma of
the kidney postnephrectomy in 2007 and chronic obstructive
pulmonary disease, had amyloidosis in the left punctum.
Although the oculoplastic surgeon sent this patient for a systemic
amyloidosis investigation, he did not visit an internist.

The visual acuity of the six patients was evaluated with
the Early Treatment Diabetic Retinopathy Study (ETDRS)
chart.®? It showed a 20/20 result in four patients, 20/25 in one
patient, and 20/50 in one patient who had nuclear sclerosis.
The patient data and details are recorded in Table 1.

The data describing the clinical presentations are
summarized in Table 2. The most common presentation was
a mass lesion in the eyelid (four cases). Other presentations
were lesions in the conjunctiva (two cases), lacrimal gland
(one case), and the punctum (one case). Two of the patients
had two sites of amyloidosis. We showed the clinical feature
of conjunctival amyloidosis (Figure 3).

Five patients were sent for investigation of systemic
involvement, but no evidence of systemic amyloidosis was
found. The mean follow-up time was 41 months (range 11 to
106 months).

The treatment modalities depended on the location and/or
symptoms of the disease. Some cases were diagnosed by
incisional biopsy and also thus, treated. Symptoms such
as ptosis were treated by surgical debulking, with levator
resection. Out of five cases treated with definitive surgery,
four patients were stable after treatment, and one patient
had progression at the conjunctiva. Only one patient refused
surgical excision, and so the disease progressed.
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Table | Patients’ data and details of periocular and orbital amyloidosis

Patient Age Sex Eye Symptoms and signs Sites Treatment Outcome
| 47 F LE Mass, irritation, ptosis Eyelid, Sx debulking, Stable
conj levator resection
2 79 M LE Mass at punctum, epiphora Punctum Canaliculotomy Stable
3 46 F LE Mass, irritation Eyelid Sx excision Progression
Lacrimal gland at conj.
4 20 F LE Mass, irritation, bloody Eyelid Sx excision Stable
tears
5 31 F LE Irritation, eye pain Conj Incisional biopsy Progression
6 15 F BE Mass Eyelids Sx excision Stable

Abbreviations: BE, both eyes; conj, conjunctiva; F, female; Lacrimal gl, Lacrimal gland; LE, left eye; M, male; Sx debulk, Surgical debulking; Sx excision, Surgical excision.

Discussion

In our study, we present a case series with periocular
and orbital amyloidosis, which is a very rare disease. We
collected the data of patients who were treated over a period
of 10 years at the Songklanagarind Hospital.

According to a new classification, amyloidosis is
categorized as localized or systemic.!®!! The origin of
systemic amyloidosis is either hereditary or acquired.'*"
The common form of localized amyloidosis is associated
with mucous membranes (for eg, conjunctiva). The most
common form of local amyloidosis is caused by the local
deposition of monoclonal immunoglobulin light chains by
a usually benign B-cell or plasma-cell clone and is called
localized amyloid light chain amyloidosis.” Some types of
amyloidosis are associated with cardiac, cerebral, or renal
involvement, and so all cases of periocular and orbital
amyloidosis are investigated for systemic involvement,
although this is rare. In this study, five patients were
worked up for systemic amyloidosis, and their results were
negative.

Most of the periocular and orbital amyloid research has
been reported in case reports of conjunctival amyloidosis.!”!3
Conjunctival amyloidosis, which manifests as a yellow-pink
hemorrhagic mass deep in the epithelium, is an uncommon
condition. Six patients were diagnosed with conjunctival
amyloidosis. There was no systemic involvement in the five
patients.'"* A case report with a 10-year follow-up period

Table 2 Clinical
amyloidosis

presentation of periocular and orbital

Clinical presentation Number of patients (%)

Mass lesion 5 (83.3%)
Eye irritation 4 (66.7%)
Bloody tears | (16.7%)
Eye pain I (16.7%)
Epiphora I (16.7%)
Blepharoptosis I (16.7%)

for primary localized conjunctival amyloidosis has shown
no recurrence after excision was described by Demirci H
et al.'® Eyelid amyloidosis manifests as unilateral ptosis
due to localized amyloid in the levator muscle.'® Our study
showed a case of amyloidosis of the lacrimal punctum,
which is extremely rare and not previously documented in
the literature.

The clinical presentation of periocular and orbital
amyloidosis is different, in some cases, depending on
the affected site. As a result, it is difficult to diagnose the
disease of amyloidosis and some cases have had a delayed
diagnosis and treatment. In our study, the mean duration
of the initial symptoms was more than 2 years (range
4 months to 11 years). The most common symptom was a
mass lesion (83.3%), mimicking lymphoma. In a previous
study, 24 patients were diagnosed with periocular and
orbital amyloidosis.” In that study, the most common signs
and symptoms were a mass or tissue infiltration (95.8%),
and the mean duration of the initial clinical symptoms was
37 months. The data from both the large case series and our
study were quite similar in clinical presentations, duration

Figure 3 A 3I-year-old woman who presented with a petechial hemorrhage above
a conjunctival mass in the inferior area.
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of initial symptoms, and the follow-up time. The definitive
diagnosis was confirmed from biopsied tissue, and the
treatment modalities were chosen by the location of disease,
functional defect, and cosmesis.

The treatment modalities of patients with primary
localized amyloidosis depended on the location of the
disease, so that surgical debulking’” or combined surgical
debulking with external beam radiation was done for
orbital amyloidosis,' liquid nitrogen cryotherapy was
administered for conjunctival amyloidosis,”® and in some
case, the treatment was observation.” In our series, one case
was treated by incisional biopsy, three cases were treated
by surgical excision, one case was treated using surgical
debulking, with levator resection, after incisional biopsy
for histopathology, and one case required canaliculotomy
because the patient had canaliculitis and no epiphora after
surgery. Two patients had disease progression. One of the
two patients had progression because the patient was treated
by incisional biopsy and the amyloidosis was not eradicated.
The patient refused further surgery and decided to accept
the potential harm. Following definitive surgery, one of five
patients (20%) in our study had disease progression, which is
similar in rate to the larger case series that had a significant
progression in 20.8% of patients.’

In Thailand, only one case of periocular and orbital
amyloidosis was reported in 1995.2! We show the amyloidosis
data of a retrospective descriptive case series, for which
patient data were collected at Songklanagarind Hospital
for the period from January 1, 2002 to December 31, 2011.
Our study presented data of amyloidosis in Asian people.
The criteria for an amyloid diagnosis were confirmed by
histopathologic results. We showed the demographic data,
the most common clinical presentation, duration of the
clinical presentation, treatment modalities, and disease
progression.

Since our study was limited in the number of amyloid
patients, we could not statistically analyze it.

Conclusion

Periocular and orbital amyloidosis is an extremely
uncommon disease, but it is important to confirm the
diagnosis by histopathology and to perform a workup
for systemic involvement in all cases. The prognoses of
localized and systemic amyloidosis are different. Most of the
time, periocular and orbital amyloidosis occur as a primary
localized disease, which is treated by surgical debulking and
observation.
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