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A 77-year-old womanwas admitted to the hospi-
tal with anemia (hemoglobin, 5.2 g/dL [reference
range, 12.0-15.5 g/dL]) and a rapidly growing
abdominal wall mass. She had a history of stage
IIA colon cancer (T3NOMO) that was treated 5
years prior. with a partial colon resection and
adjuvant chemotherapy. She initially noticed a red
scaly lesion developing around a scar from a prior
surgery that had been stable for years. Over the
last 2 months, the lesion rapidly expanded and
would intermittently bleed. Physical examination
revealed a 13X 10X4.5-cm, pink-red, nodular,
firm mass over the patient’s right upper quadrant.
Computed tomography revealed a mass limited
to the skin and superficial tissue. General surgery
was consulted for excision of the mass.

WHAT’'S YOUR DIAGNOSIS?
a. basal cell carcinoma

b. cutaneous metastasis

C. melanoma

d. Merkel cell carcinoma

€. squamous cell carcinoma

PLEASE TURN TO PAGE E7 FOR THE DIAGNOSIS
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THE DIAGNOSIS:
Basal Cell Carcinoma

cell carcinoma (BCC). The nodules were comprised

of syncytial basaloid cells with high nuclear to
cytoplasmic ratios, numerous mitotic figures, fibromyx-
oid stroma, and peripheral nuclear palisading (Figure).
Fortunately, no perineural or lymphovascular invasion
was identified, and the margins of the specimen were
negative. Despite the high-risk nature of giant BCC, the
mass was solitary without notable local invasion, leaving
it amendable to surgery. On follow-up, the patient has
remained recurrence free, and her hemoglobin level has
since stabilized.

Skin cancer is the most common malignancy world-
wide, and BCC accounts for more than 80% of nonmela-
noma skin cancers in the United States. The incidence is
on the rise due to the aging population and increasing
cumulative skin exposure.' Risk factors include both indi-
vidual physical characteristics and environmental expo-
sures. Individuals with lighter skin tones, red and blonde
hair, and blue and green eyes are at an increased risk.? UV
radiation exposure is the most important cause of BCC.’
Chronic immunosuppression and exposure to arsenic,
ionizing radiation, and psoralen plus UVA radiation also
have been linked to the development of BCC.** Basal cell
carcinomas most commonly arise on sun-exposed areas
such as the face, though more than 10% of cases appear
on the trunk.” Lesions characteristically remain localized,
and growth rate is variable; however, when'left untreated,
BCCs have the potential to become locally destructive
and difficult to treat.

| | istopathology was consistent with fungating basal

Medium-power magnification showed an ulcerated basal cell carci-
noma arising from the epidermis characterized by a proliferation of
islands of atypical basaloid epithelial cells with peripheral palisading
and retraction artifact (H&E, original magnification X20).
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Advanced BCCs are tumors that penetrate deeply into the
skin. They often are not amenable to traditional therapy and/
or metastasize. Those that grow to a diameter greater than
5 c¢m, as in our patient, are known as giant BCCs. Only
0.5% to 1% of BCCs are giant BCCs®; they typically are
more aggressive in nature with higher rates of local recur-
rence and metastasis. Individuals who develop giant BCCs
either have had a delay in access to medical care or a his-
tory of BCC that was inadequately managed.”"° During the
COVID-19 pandemic, patient actess to health care was
substantially impacted during lockdowns. As in our patient,
skin neoplasms and other medical conditions may present
in later stages due to medical neglect.'"'> Metastasis is rare,
even in advanced BCCs. A review of the literature from 1984
estimated that the incidénce of metastasis of BCCs is 1 in
1000 to 35,000. Metastasis portends a poor prognosis with
a median overall survival of 8 to 14 months.”® An updated
review in.2013 found similar outcomes.™

The'choice of management for BCCs depends on the
riskefor recurrence as well as individual patient factors.
Characteristics such as tumor size, location, histology,
whether it is a primary or recurrent lesion, and the pres-
ence of chronic skin disease determine the recurrence
rate.’ The management of advanced BCCs often requires
a multidisciplinary approach, as these neoplasms may not
be amenable to local therapy without causing substantial
morbidity. Mohs micrographic surgery is the treatment
of choice for BCCs at high risk for recurrence.’ Standard
surgical excision with postoperative margin assessment is
acceptable when Mohs micrographic surgery is not avail-
able.'” Radiation therapy is an alternative for patients who
are not candidates for surgery.*®

Recently, improved understanding of the molecu-
lar pathogenesis of BCCs has led to the development
of novel systemic therapies. The Hedgehog signaling
pathway has been found to play a critical role in the
development of most BCCs." Vismodegib and sonidegib
are small-molecule inhibitors of the Hedgehog signaling
pathway approved for the treatment of locally advanced
and metastatic BCCs that are not amenable to surgery or
radiation. Approximately 50% of advanced BCCs respond
to these therapies; however, long-term treatment may be
limited by intolerable side effects and the development of
resistance.”’ Basal cell carcinomas that spread to lymph
nodes or distant sites are treated with traditional sys-
temic therapy. Historically, conventional cytotoxic chemo-
therapies, such as platinum-containing regimens, were
employed with limited benefit and notable morbidity.*'

The differential diagnosis for our patient included sev-
eral other cutaneous neoplasms. Squamous cell carcinoma
is the second most common type of skin cancer. Similar
to BCC, it can reach a substantial size if left untreated.
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Risk factors include chronic inflammation, exposure to
radiation or chemical carcinogens, burns, human papil-
lomavirus, and other chronic infections. Giant squamous
cell carcinomas have high malignant potential and require
imaging to assess the extent of invasion and for metastasis.
Surgery typically is necessary for both staging and treat-
ment. Adjuvant therapy also may be necessary.?>?

Internal malignant neoplasms rarely present as cuta-
neous metastases. Breast cancer, melanoma, and cancers
of the upper respiratory tract most frequently metas-
tasize to the skin. Although colorectal cancer (CRC)
rarely metastasizes to the skin, it is an important cause
of cutaneous metastasis due to its high incidence in the
general population. When it does spread to the skin, CRC
preferentially affects the abdominal wall. Lesions typically
resemble the primary tumor but may appear anaplastic.
The occurrence of cutaneous metastasis suggests late-
stage disease and carries a poor prognosis.**

Merkel cell carcinoma and melanoma are aggres-
sive skin cancers with high mortality rates. The former
is rarer but more lethal. Merkel cell carcinomas typically
occur in elderly white men on sun-exposed areas of the
skin. Tumors present as asymptomatic, rapidly expand-
ing, blue-red, firm nodules. Immunosuppression and
UV light exposure are notable risk factors.® Of the 4 major
subtypes of cutaneous melanoma, superficial spreading is
the most common, followed by nodular, lentigo maligna,
and acral lentiginous.® Superficial spreading melanoma
characteristically presents as an expanding asymmetric
macule or thin plaque with irregular borders.and varia-
tion in size and color (black, brown, or red). Nodularmel-
anoma usually presents as symmetric insshape and color
(amelanotic, black, or brown). Early récognition by both
the patient and clinician is essential in preventing tumor
growth and progression.”

Our patient’s presentation  was highly concerning
for cutaneous metastasis’ given her history of CRC.
Furthermore, the finding of severe anemia was atypi-
cal for skin cancer and more characteristic of the prior
malignancy. Imaging revealed a locally confined mass
with no evidence ‘of extension, lymph node involvement,
or additional lesions. The diagnosis was clinched with
histopathologic examination.
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