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ABSTRACT

Seborrheic  keratosis is a benign tumor
originating from keratinocytes. In this case, a
51-year-old woman with a lump on the left
upper eyelid that was growing rapidly,
accompanied by itchiness since 1 month. The
lumps appeared to be blackish brown, with
uneven edges that clinically similar to nevus and
malignant melanoma lesions. To rule out the
possibility of a nevus, malignant melanoma and
other malignancies, excisional biopsy was
performed as a diagnostic and treatment
management. The similar clinical appearance
between benign and malignant lesions is a
consideration in performing an excisional
biopsy. Histopathological examination in this
case, confirmed the diagnosis of seborrheic
keratosis as a gold standard that will determine
further management.

Keywords: Seborrheic keratosis, nevus,
malignant melanoma, misdiagnosis

INTRODUCTION

The eyelids have an important role in
protecting the eyeball, preventing tear
evaporation, keeping the eye moist and as
aesthetics. The skin on the eyelids lacks
subcutaneous fat which is the thinnest layer
of the body.?

A wide variety of eyelid lesions are
encountered because of the unique anatomy
such as the presence of all layers of the skin,
muscles, glands and mucous membranes.
Lesions of the eyelids can be divided into

congenital, inflammatory, traumatic, or
neoplastic  (benign and  malignant).
Neoplastic lesions are classified according
to their anatomical origin. Clinical diagnosis
will tentatively be established based on the
typical appearance of the lesion, but
histopathological examination of tissue
specimens is still performed because benign
lesions have the potential to become
malignant.?

Seborrheic keratosis is the most common
benign tumor. Although surgery is often
performed for cosmetic and inflammatory
reasons, the clinical appearance of
seborrheic keratosis closely resembles that
of other skin malignancies or epithelial
tumors. Therefore, histopathological
examination is necessary to exclude the
possibility of malignancy. According to
Yasser's study, pre-excision clinical
diagnosis (PECD) lesions on the eyelids
such as skin tags or warts, epidermal cysts,
and nevus will change after
histopathological examination to become
seborrheic keratosis.?

According to the Yu-Yun Huang
retrospective study at the Taipei Veterans
General Hospital, 4,294 (95%) of the total
4521 patients who underwent histological
examination showed benign tumors with the
following distribution, intradermal nevus
(21.1%), seborrheic keratosis (12.6%),
xanthelasma (11.2%), and epidermal cyst
(8.2%).r The difficulty in clinically
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diagnosing between seborrheic keratosis and
nevus was revealed through Jennifer
DeFazio's study. Seborrheic keratosis may
develop over a mature nevus. The keratosis
may enlarge and eventually cover the
underlying nevus. A malignancy such as
nevus melanoma is often misdiagnosed
because seborrheic keratosis accumulates on
it. This occurs because melanocytes in
seborrheic keratosis mutate into melanoma
which histologically has a hyperkeratotic
epidermal appearance, pseudo-horn cysts
and appears warty clinically so that it is
misdiagnosed as seborrheic keratosis.>

CASE ILLUSTRATION
A 51-year-old woman came to the eye clinic
at Mangusada Hospital with complaints of a
lump appearing on the upper left eye. Over
the past 1 month it was said to have grown
in size quickly and was disturbing her
comfort. The lump was felt without pain,
without itching, didn't bleed easily, and
there was no discharge in the area around
the lump or in the eye. The patient had no
history of other diseases, and there was no
family history of having the same
complaints as the patient.

. By , ' '

Figure 1: (a), (b) Clinical photograph preoperative eye conditions

On examination, there was a lump on the
upper eyelid of the right eye measuring 7
mm x 3 mm x 5 mm, blackish brown with
uneven edges. Other ophthalmologic

examinations of the eyes were found to be
within normal limits, visual acuity 6/6 in
intraocular

both eyes,
normal limits.

pressure  within

Figure 2: (a), (b) Clinical photograph one day
after surgery

Excisional biopsy was performed with a
distance of 3 mm from the tumor boundary
from the superior, medial, and lateral sides.
There was no deep attachment to the
surrounding tissue with the base of the
tumor in the orbicularis oculi muscle. The
excision wound was closed by direct closure
with 3 interrupted sutures using Prolene 6.0
thread, given an antibiotic ointment and
covered with sterile gauze. The sutures were
opened on the 14" day, no lagophthalmos,
entropion, or ectropion were found.

Figure 3: (a), (b), (c) Clinical photograph 14 days postoperatively

Histopathological ~ examination in 4

squamous cells with cysts filled with keratin

cassettes, the tumor consists of the  lamellar material between them (Horn
epidermis, dermis, and subcutis. The Cysts). On the other side, squamous eddies
epidermis  undergoes proliferation of  and a little distribution of melanin pigment
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can be seen. The results of histopathological
examination of the superior lid are suitable

for seborrheic keratosis.

Figure 4: (a) scanning view (40x), (b) high power view 120x, Hyperkeratosis
layer accompanied by a keratin filled cyst/ horn cyst (red arrow), squamous
eddies (green arrow)

DISCUSSION

In the case of a 51-year-old woman who
came to the eye clinic at Mangusada
Hospital with complaints of a lump
appearing on the upper left eye. Over the
last 1 month it was said to have grown in
size quickly accompanied by itching so that
it interferes with her comfort. On
examination, a lump with a size of 7 mm x 3
mm X 5 mm was found, brown-black in
color, risen from the surface of the skin,
well-defined, with an uneven surface. Other
ophthalmologic examinations of the eyes
were found to be within normal limits,
visual acuity 6/6 in both eyes, intraocular
pressure within normal limits. These clinical
features were consistent with pigmented
skin lesions of seborrheic keratosis,
melanocytic nevus, malignant melanoma,
pigmented basal cell carcinoma or
squamous cell carcinoma. A change in the
pattern of rapid growth lesion gave
suspicion towards malignancy therefore it
was necessary to perform tumor excision
followed by histopathological examination.

Seborrheic keratosis is a benign skin lesion
originating from keratinocytes, often found
in old age, especially in the neck and back
areas, and often found in the face and
periocular areas. These tumors are found in
areas of hairy skin, and are not found on the
palms, soles of the feet or mucous
membranes. The lesions are solitary but
may also be multiple and may be inherited

in an autosomal dominant manner.*®
Previous epidemiology studies of seborrheic
keratosis found more than 80 million
Americans with a mean age of more than 50
years. White race has a higher risk than dark
skin color race. Men and women have the
same risk of developing seborrheic
keratosis.®’

Clinically, seborrheic keratosis first appears
as slightly raised, brown or pale
hyperpigmented plaques. The growth of the
lesions is slow, but over time the seborrheic
keratosis becomes increasingly elevated, the
surface becomes rough/verrucous with
irregular protrusions that look like they are
sticking to the surface of the skin.>8
Genetic, idiopathic, and sun exposure
factors have an effect on the emergence of
seborrheic  keratosis.>® According to a
study by Brash et al, ultraviolet radiation
caused specific mutations in the pyrimidine
dimer tumor suppressor gene p53 of
keratinocytes. Keratinocytes with this DNA
damage will undergo apoptosis and
clinically will appear as keratosis.!* Another
theory is that seborrheic keratosis occurs
due to mutations in epidermal keratinocytes.
The most common gene mutations in
seborrheic keratosis are FGFR3 (fibroblast
growth factor receptor 3) in 71% of sporadic
seborrheic keratosis and the catalytic p110
subunit of phosphatidylinositol 3 kinase
(PI3K) is found in 50% of sporadic
seborrheic keratosis.>!? In the study of
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Roberto Betti et al., seborrheic keratosis
consisted of three cell types, namely
basaloid keratinocytes, pale eosinophilic
spinous cells, and melanocytes.
Keratinocytes in seborrheic keratosis are
formed from basal cells of the epidermis or
follicular epithelium, in which the follicular
germ consists of pluripotential stem cells
that allow the formation of tumors with
differentiated stem cells.'3

Melanocytic nevus is a benign tumor that
originates from melanocytes. Melanocytic
nevus can be congenital or acquired, starting
to appear at the age of 5-15 years as small
relatively dormant macules, but mostly
appearing during adolescence to early
adulthood.'* Clinically, a nevus may be
pigmented (melanotic) or non-pigmented
(amelanotic) with a smooth or verrucous
surface and no loss of cilia. Nevus can be
darker in color and has a large, slightly
raised surface accompanied by a lot of cilia
growth and has a risk of developing into
malignancy. In this case the size of the
lesion was more than 6 mm with rapid
growth progression including the warning
sign of a melanocytic lesion. Melanocytic
lesion  warning  signs  consist  of
indeterminate lesion boundaries, variable
color, asymmetric lesions, lesion diameter
of more than 6 mm with changes in size and
color, pain, itchy, ulcers, easily bleed, and
crust.’® Congenital melanocytic nevus with
extensive lesions can increase the risk of
developing melanoma with a percentage of
0 to 50%. Several theories suggest that the
cause of melanoma in melanocytic nevus is
an increased percentage of NRAS gene
mutations (70%) and a low percentage of
BRAF gene mutations (15%) and an
increase in the number of melanocytes
accompanied by malignant degeneration.®
The difference between melanocytic and
nonmelanocytic lesions is very important as
an early stage because detection of
malignant melanoma at an early stage
affects  patient survival.®®  Malignant
melanoma is a malignant growth originating
from melanocytes, which can be de novo or
can originate from a preexisting nevus.

Clinical features vary from brownish
macules with irregular edges to nodule-
shaped or raised lesions with variations in
brown, black, gray, pink, blue or white.
Malignant melanoma also presents as an
amelanotic lesion which makes it difficult to
identify,  especially in  pale-skinned
individuals.1®

The similar clinical features of seborrheic
keratosis, melanocytic nevus and melanoma
is a challenge for clinicians to differentiate
between malignant and benign lesions
through history and physical examination.
Predilection for benign tumors is mostly
found on the upper eyelid, while malignant
tumors are more commonly found on the
lower eyelid.! Christina Leung's study
regarding  prediction of  malignancy
morphology of the eyelids which can help
differentiate malignant and benign lesions,
at the initial examination of the history can
use LUI and ABCDE criteria. The LUI
criteria consist of Loss of eyelashes,
Ulceration, Infiltration of tissue. The
ABCDE criteria consist of Asymmetry,
Irreqular  Borders,  Multiple  Colors,
Diameter > 6 mm, Horizontal Enlargment.!’
Lesions with an asymmetrical shape,
indistinct boundaries, graded colors, and a
diameter of more than 6 mm led to the
diagnosis of melanoma, even the size of the
lesion can exceed 1 cm with a depth from
the dermis to the subcutis. The term "ugly
duckling™ is used to predict the diagnosis of
melanoma by comparing suspected lesions
with other lesions which mean that
melanoma sufferers will complain of lesions
with changes in color, size, and the growth
of new lesions compared to other lesions on
the body.'® The incidence of melanoma in
the USA is estimated at 1 in 62 people. The
American Cancer Society estimates 111,900
new cases of melanoma in 2006.8

Benign and malignant lesions have a similar
clinical picture, therefore histopathological
examination is important as a follow-up
examination after excision. Seborrheic
keratosis is a benign intraepidermal
neoplasm that develops from epidermal
keratinocytes.>® The presentation features of
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seborrheic keratosis preparations are well-
defined coin-like pigmented lesions in
which keratin and epidermal basal cells are
present. There is a picture of massive
keratin (hyperkeratosis) and cysts filled with
keratin (horn cysts) and keratin invagination
into the main locus (invagination cysts), if
there is squamous inflammation it will
differentiate  to form whirling foci
resembling a vortex (eddy squamous) which
is a typical appearance of seborrheic
keratosis.>!2 This theory is in accordance
with the histopathological findings in case
reports.

Melanocytic nevus is considered as a benign
proliferation of melanocytes in which
melanocytes are present that differ from the
normal form. Early in the development of a
melanocytic nevus, nevus cells will be
found at the bottom of the epidermis and
then will develop in the deep layers of the
skin down to the dermis and nervous tissue.
The naming of a nevus is based on the

location of the nevus cells, such as
junctional  nevus, compound  nevus,
intradermal nevus, and neurotization.*

Histopathological appearance shows the
presence of nevus cells which some appear
to be clustered or a nest-like appearance
with cells that appear round, dendritic, and
have pigment in the cytoplasm.#

Malignant melanoma can coexist with
seborrheic keratosis. The development of
melanoma can be radial and vertical. Radial
development, where the melanoma spreads
horizontally in the epidermis. The vertical
phase is the next phase where the tumor
grows into the dermis as a nodule with the
ability to metastasize. Melanoma can
metastasize to regional lymph nodes. The
histopathological appearance of melanoma
shows that melanocyte cells are larger than
normal melanocytes or in melanocytic
nevus, with nuclei with irregular chromatin.
Another histological finding is the presence
of atypical lesions.'? The histological
appearance of melanoma looks irregular
with abnormal cell maturity, asymmetrical,
pagetoid  distribution, the cells are
pleomorphic which means the nucleus and

all of the melanocyte cytoplasm are
different from one another. The nucleus is
enlarged with clumping chromatin and
prominent nucleoli. Some cells have
abundant cytoplasm, and some have little
cytoplasm. A definite indication of
melanoma is the presence of mitosis in the
deep dermis along with cellular atypia and
pleomorphism. %20

Initial suspicion a malignant lesion prior to
histopathological ~ examination is a
consideration in excision technique. Based
on previous studies, excision techniques for
suspected melanoma can be performed
within 1-5 mm of the lesion boundary, while
for benign lesions 1-2 mm from the tumor
boundary.?1:?2

CONCLUSION

Seborrheic keratosis is a benign tumor
originating from epidermal Kkeratinocytes.
The clinical appearance of seborrheic
keratosis can resemble a nevus, melanoma
and other malignant lesions, that often leads
to misunderstanding in the diagnosis. It is
still a challenge for clinicians to diagnose

seborrheic  keratosis  through  clinical
examination. Excisional biopsy
accompanied by histopathological

examination is a gold standard to rule out
the possibility of malignancy, and as a
treatment.
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