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and crossing the vermilion border. There was a small
area of overlying crust distally, and the lesion bled
easily on manipulation (Figure 1). Clinically this
lesion was thought to be a pyogenic granuloma, with
a differential diagnosis that included squamous cell
carcinoma and metastatic disease. The nodule was
removed by shave biopsy and sent to pathology. The
biopsy results were consistent with metastatic renal
clear cell carcinoma (RCCC), showing a background
of arborizing thin-walled vessels and positivity for

Abstract

Metastases to the face are rare. We report on a
patient with a history of renal cell carcinoma who
presented with a 1.2cm violaceous papule on his
lower lip. Although clinically thought to be a
pyogenic granuloma, biopsy revealed metastatic
renal cell carcinoma recurring after 7 years of latency.

Keywords: medical dermatology, metastasis, oncology,
renal cell carcinoma

Introduction

Skin metastases in general occur in up to 10% of
cancer patients, but facial metastases occur in less
than 0.5% of patients with metastatic cancer [1,2].
Renal carcinomas involve cutaneous metastases in
approximately 8% of cases [1]. Herein, we describe
renal clear cell carcinoma metastasizing to the lower

lip.

Case Synopsis

A 59-year-old man was referred to our dermatology
clinic by his primary care provider for a lesion on his
lower lip. The nodule had been present for one
month and was growing. It was painless but irritating
to the patient because it protruded from his lip. On

Figure 1. Lower lip nodule at time of referral. A 1.2cm protruding,

examination, he exhibited a 1.2cm protruding,
violaceous nodule located centrally on the lower lip

violaceous nodule that bled with manipulation located on the
patient’s lower lip, crossing the vermilion border.
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Figure 2. H&E of original biopsy at 40x magnification.
Microscopy demonstrates dermal proliferation and sheets of cells
with clear cytoplasm and distinct membrane admixed in a
background of arborizing small thin-walled vessels.

CK7, PAX-8, CD10, vimentin, and cytokeratin
AE1/AE3 (Figures 2, 3). The patient was promptly
referred to the department of urology for further
evaluation and treatment. Unfortunately, he has
persistently avoided follow-up at the time of writing
this report and has not yet obtained a staging CT scan.

Additional history from the patient was pertinent for
kidney surgery many years ago for “cancer” without
any known sequelae thereafter. According to
medical records uncovered after his presentation, he
underwent right-sided radical nephrectomy over 7
years prior for Stage Il RCCC. A CT scan performed 8
months after his surgery showed no evidence of
metastatic spread, but afterwards he was lost to
follow up. His risk factors for urologic malignancy
included cigarette use (1 pack-per-day for 20-30
years prior to diagnosis of his cancer, at which point
he stopped smoking) and exposure to agricultural
chemicals for two years at a previous job. He was
overweight (Body Mass Index 29.5) but had no
history of diabetes or hypertension and no family
history of cancer.

Case Discussion
Renal clear cell carcinoma is the most common
subtype of renal cell carcinoma, constituting 80 to 90

percent of all renal cell carcinomas and about 70 to
80 percent of all kidney cancers [3]. The 10-year
survival range for RCCC is 71% [3]. The survival in
cases of distant metastasis is less favorable and varies
based on multiple prognostic factors [4]. Overall,
metastatic renal cell carcinoma has an average 5-
year survival of about 12% [5]. The most common
locations of metastasis for RCCC are the lungs, bone,
brain, liver, lymph nodes, and adrenal glands. [3]
Renal clear cell carcinoma can metastasize to the skin
in about 8% of cases but typically occurs on the
extremities, prior surgical sites, or the scalp [1,6].

The route of metastasis in this case is likely
hematogenous, which is a common mechanism for
RCCC. [3] Angiogenesis is a key feature of cancers
that successfully metastasize and RCCC is naturally
pro-angiogenic since the majority of cases involve a
dysfunction of the Von-Hippel-Lindau (VHL) gene
[3,7]. In healthy cells this gene product promotes
ubiquitination and inactivation of hypoxia-inducible
factor a [3]. Decreased ubiquitination of this factor
creates a pro-angiogenic environment.

The metastatic spread in this case is curious not only
because of the location of metastasis but also
because the cancer was latent for nearly 7 years. It is
not uncommon for metastatic events to present
years after the primary tumor is removed [7]. A similar
case was recently reported of a 45-year-old woman
who developed a pyoderma gangrenosum-like
nodule on the chin that turned out to be renal cell
carcinoma; this also developed 7 years after what
was thought to be successful treatment of the
primary tumor [8]. An important clinical question
that arises is whether circulating tumor cells (CTCs)
implanted in this patient’s lip 7 years after his original
tumor was excised or whether these cells
extravasated 7 years ago and remained dormant for
this period of time. Dormancy is thought to occur
after metastatic tumor cells have already
extravasated through a vessel wall and become
established at a distant site [9]. If this is the case, this
patient’s CTCs implanted in his lip many years ago.
Once tumor cells implant in a distant site, dormancy
can occur when cells enter long periods of
quiescence (cell-cycle arrest), although dormancy
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Figure 3. Immunohistochemical staining. The cells were positive for A) CK7, B) PAX-8, €) CD10, and D) vimentin.

has also been hypothesized to occur as a balance
between proliferation and cell death rather than
arrest of the cell cycle [9]. The exact mechanism is still
controversial and triggers that lead to proliferation
after a period of dormancy are currently speculative
[9].

Conclusion
Metastases to the face are uncommon. Renal clear
cell carcinoma metastasizing to the lip is a rare

phenomenon observed in this patient that otherwise
could have clinically been misdiagnosed. This
underscores the importance of pathologic
evaluation of excised lesions and the value of
considering malignancy in the differential diagnosis
of atypical cutaneous lesions.
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