
Abstract. Background: The management of distant metastatic
cutaneous squamous cell carcinoma (cSCC) relies mainly on
chemotherapies and radiotherapy. Management of patients
with cSCC with surgically resectable distant metastatic lesions
is not clear. Case Report: A 59-year-old male had 4×10 cm-
sized cSCC on the perianal skin with inguinal lymph node
metastasis. Surgical resection was performed followed by
radiation and adjuvant carboplatin and farmorubicin
combination therapy. Six months later, 25 mm-sized solitary
metastatic nodule arose on the liver. Base on his favorable
overall condition fulfilling the criteria of tumor resectability
for the treatment of tumors in liver and having good
performance status, laparoscopic partial hepatectomy and six
courses of adjuvant irinotecan therapy were performed. The
surgical margin was negative and the patient has maintained
complete remission for over 3 years. Conclusion: The clinical
course of the present case suggests that surgical approaches
should also be considered as candidate additional therapy for
resectable distant metastatic cSCC.

Cutaneous squamous cell carcinoma (cSCC) is the second most
common type of skin cancer, which accounts for approximately
20% of non-melanoma skin cancer. It arises from the malignant
transformation of keratinocytes in the epidermis. Risk factors
causing cSCC include exposure to ultraviolent radiation,
ionizing radiation, chemical carcinogen exposure, chronic
wounds or scars, immuno-suppression and infection with certain

genotypes of human papillomavirus (1, 2). The incidence rate
of cSCC continues to increase worldwide. In the United States
of America, it had increased by 263% from 2000 to 2010, and
has now become a substantial economic burden (3).

Metastasis is rare in cSCC and generally takes favorable
clinical course with local surgical resection (4). However,
once distant metastasis occurs, it becomes life-threating. Of
all cases of metastasis, around 20% cause distant metastasis
in multiple organs, including the lungs, liver, brain, bones,
and skin (1). According to the literature reported in 2015, the
median progression-free and overall survival of patients with
stage IV cSCC were reported to be 0.67 and 2.19 years,
respectively, and the 5-year survival rate was 26% (5). For
its treatment, multimodality approaches are recommended by
the National Comprehensive Cancer Network guidelines (6).
However, current management of distant metastatic cSCC is
reliant mainly on chemotherapy and radiotherapy. Evidence
for the results of surgical resection of metastatic lesion are
limited. Here we report a case of metastatic cSCC in liver
successfully treated with surgical resection and adjuvant
chemotherapies.

Case Report

A 59-year-old Chinese male noticed an enlarging tumor on
the perianal skin of 8 months duration and presented to our
clinic. He had past history of human immunodeficiency virus
infection which had been well controlled with combined
antiretroviral therapy administrating emtricitabine/tenofovir
disoproxil fumarate, darunavir ethanolate and ritonavir. 

Clinically, a mushroom shaped, 4×10 cm exophytic tumor
was noted. The tumor surface was eroded and bled easily
(Figure 1A). Histopathological findings of the incisional
biopsy showed proliferation of atypical keratinocytes.
Diagnosis of cSCC was made and palliative surgical resection
was performed. Histopathologically, irregularly shaped tumor
nests invaded deeply into the dermis (Figure 1B). Tumor
nests were composed of atypical keratinocytes with
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hyperchromatic nuclei, and several tumor nests contained
keratin pearl (Figure 1C and D). As inguinal lymph node
metastasis was detected by 18F-fluorodeoxyglucose positron-
emission tomography, further radiotherapy for the primary
and inguinal lesions followed by five courses of carboplatin
and farmorubicin combination therapy were performed. 

Six months later, magnetic resonance imaging demonstrated
shrinkage of inguinal lymph node metastasis, yet a 25 mm-
sized solitary well demarcated nodule was found on the liver
(Figure 2A). Computed tomography-guided biopsy of the
nodule revealed aberrant proliferation of atypical keratinocytes
with nuclear atypia, and diagnosis of metastatic cSCC was
made (Figure 2B). The metastatic lesion on the liver was
solitary and well demarcated. Patient’s Eastern Cooperative
Oncology Group performance status was 0 and liver function
was normal. Based on these findings, the patient was

evaluated as being in an operable condition and further
treatment of laparoscopic partial hepatectomy was performed.
The surgical margin of the lesion was negative (Figure 2C).
After six courses of adjuvant irinotecan administration, the
patient has maintained complete remission for over 3 years.

Discussion
Efficacies of multiple chemotherapeutic agents have been
reported for the treatment of advanced cSCC (7, 8), yet the
evidence levels provided were poor due to the limitation of
them being trials. Nevertheless, recent advances in
immunotherapy are providing novel high-evidence
therapeutic approaches. Programmed death-1 antibody
cemiplimab led to a promising response rate of 46.7% (35/75
cases) in clinical trials for patients with metastatic cSCC (9),
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Figure 1. Clinical presentation of the primary lesion. A: A 4×10 cm, enlarging exophytic tumor on the perianal skin had been noticed for 8 months.
The tumor surface was eroded and bled easily. B: Representative histopathological aspect of the primary lesion. Hematoxylin and eosin staining.
Magnification, ×1. Irregular-shaped basophilic tumor nests deeply invaded into the dermis. C: High-power view of B. Magnification, ×100. Several
tumor nests contained a keratin pearl. D: High-power magnification of B. Magnification, ×200. Tumor nests were composed of atypical keratinocytes
with hyperchromatic and clumped nuclei. Individual cell keratinization was also noted.



and was consequently approved by the U.S. Food and Drug
Administration in 2018. However, a limited number of
patients achieve complete response, and the majority of
patients with distant metastatic cSCC still have to live with
residual tumor lesion. Therefore, further therapeutic options
are required to improve those outcomes.

In our case, liver metastasis arose after adjuvant
carboplatin and farmorubicin combination therapy for the
inguinal lesions, hence additional treatment was required.
Among several therapeutic options, partial hepatectomy and
subsequent adjuvant irinotecan administration were adopted
based on the following reasons. 

First of all, metastasis was isolated in the liver and the
lesion was solitary and well demarcated. For the treatment of
cancer-bearing patients whose metastatic lesion is isolated in
the liver, utilization of several liver-directed therapies is
considered, including surgical resection, hepatic arterial
infusion therapy and transcatheter arterial chemoembolization.

In fact, hepatectomy has been reported to prolong the
prognoses of patients with liver metastasis of colorectal cancer
(10). The Hepato-Pancreato-Biliary Expert Consensus
Statement 2012 proposed criteria of tumor resectability for the
treatment of tumors in liver. It includes expectation of a
margin-negative resection, adequate future liver remnant
volume, and amenability of venous resection or reconstruction
(11). As this case not only fulfilled all of these criteria but also
had normal liver function, it was considered to be eligible for
partial hepatectomy. Secondly, the patient’s Eastern
Cooperative Oncology Group performance status was 0, and
he was expected to be able to tolerate not only surgery but
also adjuvant chemotherapy. Irinotecan is approved for the
treatment of cSCC by the Japanese Ministry of Health Labor
and Welfare based on the result of a phase II trial conducted
in Japan for patients with cSCC and melanoma. It led to a
response rate of 39.4% (13/33) for Japanese patients with
locally advanced or metastatic cSCC including two complete
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Figure 2. A: Magnetic resonance image. Axial T1-weighted gadolinium ethoxybenzyl diethylenetriamine penta-acetic acid-enhanced hepatobiliary
phase. A hypointensity lesion with peripheral rim enhancement was noted in the liver (arrow). B: Histopathological findings of the hepatic nodule
obtained by computed tomography-guided biopsy. Hematoxylin and eosin staining. Aberrant proliferation of atypical keratinocytes with nuclear
atypia is apparent. Magnification, ×100. B: Macroscopic features of the liver resected by partial hepatectomy. A solitary, well-demarcated nodule
was noted in the resected liver. The surgical margin of the tumor was negative.



and 11 partial responses. Furthermore, seven out of 11 patients
with partial response were able to undergo complete tumor
resection after the treatment. Regarding safety concerns,
56.6% (43/76) had leukopenia, 52.6% (40/76) anorexia, and
47.4% (36/76) nausea/vomiting noted as grade 2 or higher
adverse events among both cSCC and melanoma patients (7).
While these adverse reactions were well tolerable and
reversible, irinotecan is now administered carefully after
confirming laboratory data and patient conditions. Thirdly, the
pathological tumor differentiation status was well to moderate,
which was expected to be less aggressive. These favorable
overall patient conditions and pathological features of the
tumor led the good postsurgical outcome for this patient.

Conclusion

While the current therapeutic strategy for distant metastatic
cSCC relies mainly on chemotherapy and radiotherapy, the
clinical course of the present case suggests that surgical
resection of metastatic lesions is also a therapeutic option
dependent on the overall patient condition and dispersion
status of the metastatic lesion. If a metastasis is isolated in
the liver and the lesion is solitary and well demarcated, liver-
directed therapies including partial hepatectomy should be
considered as a candidate additional therapy. Accumulation
of further evidence is desired in order to establish the clinical
positioning of surgical resection in therapy of distant
metastatic cSCC.
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