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Introduction: Sebaceous carcinoma (SC) is a rare malignancy and can be divided into two types, ocular and extra-ocular SC. Extra-
ocular SC is typically associated with a better prognosis than ocular SC. However, extra-ocular SCs located in atypical areas, such as
the inguinal region, along with multiple metastases, are uncommon and present significant challenges, often leading to poorer
outcomes.

Case Description: We present the case of a 68-year-old male patient who initially presented with a mass in the right inguinal region
with multiple metastasis. A PET-CT scan revealed multiple enlarged lymph nodes and soft tissue masses in the abdominal and pelvic
cavities. A biopsy confirmed the diagnosis of extra-ocular SC. Unfortunately, the disease progressed rapidly, and the patient
succumbed to his illness just four months after diagnosis.

Conclusion: This case highlights the aggressive nature of extra-ocular SC in unusual locations, underscoring the necessity for
heightened awareness and further research on this rare condition. Our findings contribute to a better understanding of extra-ocular SC
and emphasize the urgent need for more investigation into optimal management strategies.
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Background

Sebaceous carcinoma (SC), a rare malignant tumor accounting for 0.7% of all skin cancers,' > has shown a rising
incidence rate, though the cause remains unclear.* ® The origin of SC has been reported to be either sebaceous ducts or
the interfollicular epidermis, with specific findings pointing to a group of progenitor cells that express p63 and keratin
577 Additionally, there have been rare reports of in situ or invasive SC arising from squamous intraepidermal
neoplasms.® !

SCs have a recurrence rate ranging from 11% to 30%'? and are most commonly diagnosed in individuals over the age
of 40, particularly during the seventh and eighth decades of life.*'* The known risk factors for SC include advanced age,
female gender, Asian race, prior radiation exposure, immunosuppression, and Muir-Torre syndrome,"'® a variant of
Lynch syndrome marked by the loss of mismatch repair genes and microsatellite instability, which increases suscept-
ibility to other cancers, such as colorectal and genitourinary types.'*'” Due to its low incidence and variability in
histopathological classification, SC can present significant diagnostic challenges.

Based on the location of SC, it can be divided into ocular SC and extra-ocular SC. Ocular SC is mostly observed in
the periorbital area, accounting for approximately 75% of all SC cases. These typically arise from the meibomian glands,
glands of Zeis, and sebaceous glands in the eyelid skin, with the upper eyelid being more commonly affected due to its
higher density of meibomian glands.'® Other ocular sites include the eyebrow, caruncle, lacrimal gland, and
conjunctiva.'®?? The remaining 25% of SC cases are extraocular, with approximately 70% located in the head and
neck region, and 13% occurring on the back or trunk, but capable of arising wherever sebaceous glands are found.”***

They may also develop on the extremities, lungs, salivary glands, breast, the external auditory canal, oral mucosa, scalp,
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vulva, ovarian cysts, parotid, cervix, larynx, pharynx, palmoplantar region, nose, anal margin, and penis.”>*® Both ocular
and extra-ocular SC have high recurrence rates and are associated with regional nodal metastasis. In ocular SC, the
recurrence incidence is 15%, with a 25% rate of regional or distant metastasis, occurring at a median of 8 months after
diagnosis.'*?” For extra-ocular SC, recurrence and distant metastasis rates are 29% and 21%, respectively,”® with an
average time to recurrence of 19.4 months.> SC is histologically marked by noncontiguous multicentric growth patterns
and pagetoid spread, where cells proliferate randomly in the epithelium or other tissues.”’ This multicentric growth
pattern, a poor prognosis marker, is distinctive of ocular SC. Pagetoid spread also mainly characterizes ocular SC and is
rarely observed in extra-ocular SC. Metastases primarily affect lymph nodes but have also been reported in the lungs,
brain, liver, small intestine, and urinary tract.”® The 5-year survival rate for metastatic SC ranges from 50% to 68%,
compared to 75.2-78% for localized/regional disease.**° Poor prognostic indicators include tumors larger than 1 cm,
poor differentiation, lympho-vascular invasion, and involvement of both upper and lower eyelids.’

In this report, we describe a case of extra-ocular SC in the right inguinal region, with metastasis to the right thigh and
multiple abdominal lymph nodes.

Case Presentation

A 68-year-old male patient was referred to our hospital on April 13, 2017, after a 2-year history of an inguinal mass. He
later developed claret-colored nodules scattered around his right thigh, along with edema in the right lower extremity.
Notably, he experienced no pain, itching, or fever. His family history was significant for rectal and liver cancers, as his
mother and one sister passed away from these conditions, respectively. The patient did not have a history of smoking,
sexual promiscuity, or exposure to chemicals, carcinogens, or radiation. Upon examination, a 4x5 cm solid mass was
found in the right inguinal region, characterized by irregular, poorly defined margins. The mass was firm on palpation,
with an asymmetrical contour suggesting potential infiltration into adjacent tissues. Laboratory data was within normal
limits, although the tumor marker test revealed elevated neuron-specific enolase (NSE) levels at 17.8ug/L (normal range
<12.5pg/L).

A biopsy of the mass was performed, and histopathology revealed cells with hyperchromatic nuclei, prominent
nucleoli, and scant cytoplasm, along with multivesicular and vacuolated clear cytoplasm. Immunohistochemical exam-
ination was positive for BCL-2, P53, P63, CK5/6, and EMA, and negative for PSA, CK20, CEA, and CK7 [Figure 1].
These findings, especially the histopathological features and positive immunohistochemical markers, like EMA, con-
firmed the diagnosis of sebaceous carcinoma.

Whole-body fluorodeoxyglucose (FDG) positron emission tomography-computed tomography (PET-CT) revealed
multiple enlarged lymph nodes and soft tissue masses in the abdominal and pelvic regions, including areas in the left
lateral root of the neck, supraclavicular fossa, posterior mediastinum, and inguinal regions, with a calculated standardized
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Figure | Histochemical findings of the resected specimen. (A) Hematoxylin-eosin (H&E) staining. Scale bar: 50um. (B) Prostate-specific antigen (PSA). (C) B-cell lymphoma-
2 (BCL-2). (D) Cytokeratin 20 (CK20). (E) P53. (F) Pé3. (G) Cytokeratin 5/6 (CK5/6). (H) Carcinoembryonic antigen (CEA). (I) Cytokeratin 7 (CK7). (J) Epithelial
membrane antigen (EMA).
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Figure 2 Whole body fluorodeoxyglucose (FDG) positron emission tomography-computed tomography (PET-CT) images. The PET-CT reveals masses in the right inguinal
region (yellow arrow) with metastasis in the right thigh (yellow arrow), left inguinal region (blue arrow), and extensive abdominal lymph nodes (red arrow). (A) Cross-
sectional CT view; (B) Median sagittal section; (C) Frontal plane.

uptake value (SUV) max of 8.8. Additionally, soft tissue masses were noted in the right inguinal region (3.6 x 3.4 cm,
SUV max 6.6), as well as multiple subcutaneous nodules and elevated focal nodules in the right thigh and left posterior
distal thigh [Figure 2].

Chemotherapy with a paclitaxel-cisplatin regimen was proposed. However, the patient declined treatment and was
discharged. A follow-up call revealed that the patient passed away in August 2017, with no further details provided by
the family. The rapid progression of the disease, with metastasis at the time of diagnosis, likely contributed to the
patient’s short survival.

Discussion

The first documented case of inguinal sebaceous carcinoma (SC) appeared in 2012, describing a 63-year-old male with an
ulcerated lesion but no metastasis.® In contrast, our case presents a more aggressive inguinal SC with metastasis to the
right thigh and abdominal lymph nodes, leading to a poor prognosis. The patient passed away just four months after
diagnosis, unlike studies that report five-year survival rates for metastatic SC ranging from 50% to 68%.* The rapid
metastatic progression in this case highlights the aggressive nature of SC and suggests a worse prognosis for extra-ocular
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variants at atypical sites.*'*> Most extra-ocular SC cases show dermal invasion, rarely spreading to subcutaneous tissue
and muscle.’*

Muir-Torre syndrome has been reported to increase the likelihood of sebaceous carcinoma.'* However, although this
patient had a family history of cancer, MTS screening was not conducted here due to a lack of additional indicative
factors. For younger patients (under 50) with extra-ocular sebaceous carcinoma, tumor tissue mismatch repair protein
immunohistochemistry testing may be considered.”

Histological diagnosis of SC can be challenging, as it may resemble benign or malignant epithelial neoplasms,
including sebaceous adenomas, basal cell carcinoma (BCC), Paget’s disease, squamous-cell carcinoma (SCC), and clear
cell tumors. While no definitive protein marker exists for SC, histological features like multivesicular and vacuolated
clear cytoplasm are common. Immunohistochemical markers, such as EMA, can help differentiate SC from other
malignancies.’® Although immunohistochemistry is frequently used to confirm an SC diagnosis, it may not be necessary
if histopathological findings are characteristic,” as seen in this case.

Currently, no standardized SC treatment guidelines exist. The main treatment goal for sebaceous carcinoma is
complete excision with clear surgical margins while preserving function and cosmesis.” SC treatment generally involves
primary tumor excision with wide local excision or Mohs micrographic surgery (MMS)' ™ in limited areas. For extra-
ocular SC, a complete peripheral margin clearance of 1.0 cm has been suggested.” Retrospective studies indicate lower
recurrence rates after MMS compared to wide local excision for both ocular and extra-ocular SC.*?° For cases with
lymph node metastasis, resection and lymph node biopsy are recommended, though the value of sentinel lymph node
biopsy in SC without lymph node metastasis remains unclear.” If distant metastasis is present in extra-ocular SC,
chemotherapy and immunotherapy may be considered, though efficacy data are limited due to the scarcity of case
reports.”*” A report on chemotherapy using a paclitaxel-cisplatin regimen has shown successful treatment;>® therefore,
we recommended it here. For radiotherapy, factors such as lymphovascular invasion, lymph node positivity, perineural
invasion, bone infiltration, and anaplasia suggest that a combination of surgery and adjuvant radiation therapy may be
preferable to surgery alone for aggressive extra-ocular SC with lymph node metastasis. Surgery with adjuvant radiation
therapy is generally reserved for locally advanced tumors or those with positive resection margins.”® Postoperative
radiation therapy has been reported as beneficial for extra-ocular SC treatment,>® especially in cases with positive
margins.*® Radiation therapy’s role in treating recurrent tumors has also been documented,’ though its efficacy remains
uncertain.

The rarity of extra-ocular SC and the lack of well-developed treatment guidelines made the patient hesitant to
follow our recommendations, also diminishing his willingness to attend follow-ups. He ultimately passed away only
four months after diagnosis. Given the limited number of reported cases of rare extra-ocular SC, further studies are
essential to expand our understanding of the disease. This knowledge would support the development of more effective
treatments, helping to improve SC outcomes and build patient confidence in treatment options that offer greater hope
and choices.

Conclusion

This case contributes to the understanding of rare extra-ocular SC and highlights its aggressive nature when occurring in
atypical regions, such as the inguinal area. Early identification and prompt management are critical to improving
prognosis, particularly in cases with metastatic spread. Due to the rarity of this malignancy, further studies are essential
to develop more effective diagnostic and treatment strategies for this challenging condition.
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