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Abstract 
Squamous cell carcinoma of the cervix was once the most common gynecologic cancer in the world, accounting for 
significant morbidity and mortality. With the advent of routine Papanicolaou screening in the United States during the 
latter half of the twentieth century, cervical cancer now accounts for a much smaller proportion of cancer deaths. Despite 
the advances that have been made in screening and early detection, women of low socio-economic status and immigrants 
from other countries who may not have access to health care continue to present with high-stage disease. Manifestations of 
advanced disease include direct invasion of structures adjacent to the cervix and distant metastases to the lung, bone, and 
liver. In approximately 0.5-1 percent of cases, metastases to the skin and soft tissue occur, most commonly to the 
abdominal wall and vulva, followed less frequently by the perineum and extremities. This particular manifestation has 
come to be regarded as a sign of terminal disease, with most patients surviving 3-6 months despite chemotherapy. 
Clinically, this may not be a diagnosis that is anticipated by the pathologist examining the biopsy. We present the case of a 
55 year-old woman with a history of untreated squamous cell carcinoma of the cervix who presented with rapidly 
spreading, painful erythematous papules of the vulva, lower anterior abdominal wall, and proximal lower extremities. This 
case highlights a rare presentation of metastatic squamous cell carcinoma of the cervix, and underscores the importance of 
obtaining adequate clinical history, investigating a wide range of diagnoses as part of the differential diagnosis, and 
distinguishing primary cutaneous squamous cell carcinoma from a metastasis. 
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1 Introduction 
In the United States, the prevalence of cervical cancer has decreased precipitously over the last five decades [1], due in part 
to cervical screening by Papanicolaou smear and increased public awareness. In cases of cervical cancer that either 
progress or recur, common sites of metastasis include lymphatic spread, direct invasion into adjacent soft tissue or organs 
(e.g. parametria, bladder), and least commonly, hematogenous dissemination to distant sites such as liver, lung, and  
bone [2]. Metastases to the skin resulting from squamous cell carcinoma of the cervix have been rarely reported, with 
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approximately fifty cases in the literature to date. This clinical scenario is even less common in literature originating from 
the United States, due to the lower overall incidence of cervical cancer [3-5]. Case reports have documented various sites of 
cutaneous metastases, including the face and neck [6], scalp [7-9], vulva [5, 10-11], upper and lower extremities [12-13], umbilicus 
(Sister Mary Joseph nodule) [14], trunk/abdominal wall [3-5, 15], and surgical incision/drain sites [16-17]. Prior authors have 
found that the occurrence of metastases to the skin generally implies terminal disease, with the average survival following 
diagnosis ranging from 3-6 months, even in cases where palliative chemo- and radiotherapy are administered [15].  
We report a case of stage IV squamous cell carcinoma of the cervix metastatic to the skin in a 55 year-old woman  
with no prior treatment for her disease. Previous case reports have focused on the patient’s clinical presentation and  
subsequent treatment, rather than the pathologists’ approach to the diagnosis of this entity. This case report highlights the 
clinicopathologic features of cervical squamous cell carcinoma metastatic to the skin, and should aid the pathologist in the 
differential diagnosis of painful subcutaneous nodules in women with a history of cervical cancer. Finally, we briefly 
discuss the pathologist’s role in distinguishing primary squamous cell carcinoma from metastases, including the use of 
potentially helpful immunohistochemical markers such as p16. 

2 Case presentation 
A 55 year-old woman presented to the emergency department in June 2013 with a history of squamous cell carcinoma of 
the cervix, diagnosed in October 2011. At the time, chemotherapy was recommended, but the patient was unable to 
undergo any treatment secondary to a lack of funding. The patient was then lost to follow-up for nineteen months. Later, 
she was admitted in April 2013 to another institution with vaginal bleeding and left lower extremity edema. The patient 
was found to have a left lower extremity deep venous thrombosis and bilateral hydroureteronephrosis with acute renal 
failure secondary to an obstructive process. At this time, the patient was determined to be a poor candidate for further 
therapy, and hospice care was recommended. One month later, the patient presented to our institution with a three-week 
history of numerous rapidly spreading painful papules located on the anterior abdominal wall, vulva, and bilateral 
proximal lower extremities (see Figure 1). Computed tomography imaging showed an area of fullness and enlargement in 
the region of the lower uterine segment and uterus, with mass effect on the bladder, along with an atrophic right kidney and 
left hydronephrosis. Due to the patient’s elevated creatinine (1.3 mg/dl), intravenous contrast was not used, and thus, 
invasion of the bladder by the mass could not be definitively ascertained. Shave biopsies of the papules were obtained 
next, and showed invasive nests of mitotically-active squamoid cells with abundant eosinophilic cytoplasm and markedly 
pleomorphic nuclei, involving the papillary and reticular dermis, with a completely uninvolved overlying epidermis. 
Frequent abnormal mitotic figures were seen (see Figures 2-3). No lymphovascular space invasion was seen. In order to 
rule out synchronous primary cutaneous squamous cell carcinoma, a p16 immunohistochemical stain was performed, and 
was found to be diffusely and strongly positive in all tumor cells, both within the cytoplasm and nuclei; the overlying 
epidermis was negative (see Figure 4). This finding supported the final diagnosis of metastatic moderately differentiated 
squamous cell carcinoma, consistent with the patient’s known cervical primary. The patient opted to return to her home 
country for treatment and was subsequently lost to follow-up. As a result, the patient’s original cervical biopsy slides were 
not available; thus, morphologic correlation between those and the skin biopsies was not possible. 

Figure 1. Erythematous papules on patient’s 
lower abdomen, vulva, and upper thigh (photo 
A). Photo B shows a closer view of the 
confluent pink papules with ulceration. 
Photographs courtesy of Sarah Seyfer, M.D.  
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Figure 2. Image of skin biopsy at 100× 
magnification (hematoxylin & eosin stain). 
Irregular nests of squamous cells with markedly 
pleomorphic nuclei are present beneath the 
uninvolved epidermal surface.  

 

Figure 3. Image of skin biopsy at 200× 
magnification (hematoxylin & eosin stain). At 
this power, the marked nuclear pleomorphism of 
the malignant squamous cells can be appreciated. 
Multiple abnormal mitotic figures are seen.  

 

Figure 4. P16 immunohistochemistry performed 
on the skin biopsy shows diffuse, strong nuclear 
and cytoplasmic staining in the malignant 
squamous cells, while the squamous cells within 
the epidermis are completely negative.  

3 Discussion 
The overall incidence and mortality from squamous cell carcinoma of the cervix has been on the decline for decades in the 
United States, mostly due to improved screening and detection of disease at earlier stages. However, patients of low 
socio-economic status and immigrants from other countries are vulnerable as a result of barriers to access for health  



http://crcp.sciedupress.com                                                                                     Case Reports in Clinical Pathology, 2014, Vol. 1, No. 2 

ISSN 2331-2726   E-ISSN 2331-2734 30

care. Although the majority of advanced squamous cell carcinoma of the cervix will present as direct invasion of  
pelvic structures, or distant hematogenous metastases to the lung and bone, a rarely reported manifestation is cutaneous 
metastasis, which have been documented to occur in approximately 0.5-1 percent of cases [18]. 

In the case of this patient, nineteen months elapsed between diagnosis and her presentation with symptoms of advanced 
disease, including obstructive renal failure and metastases to the skin. In general, women with this late manifestation  
of advanced disease have a very poor prognosis, with survival documented between one week and five years after  
diagnosis [15]. Our patient was lost to follow-up, and ultimately, her length of survival is unknown. This case, however, is 
distinctive for several reasons. First, in prior reports of cutaneous metastases from cervical squamous cell carcinoma, the 
grossly visible nodules are usually single or a small cluster of multiple papules [3-17]. In our patient’s case, the cutaneous 
metastases were innumerable and located diffusely over the anterior abdominal wall, vulva, perineum, and bilateral 
proximal lower extremities (see Figure 1). Secondly, the majority of reports documenting cutaneous cervical SCC 
metastases state that the appearance of cutaneous involvement occurred despite appropriate treatment, usually as a sign of 
recurrent disease [15]. Our patient had received no treatment, and this is likely why she presented with extensive, grossly 
apparent metastatic disease. This unfortunate scenario is illustrative of the natural history of untreated cervical cancer. 
This degree of extensive metastatic disease is vanishingly rare in literature originating from the United States, especially 
within the last ten to twenty years [3-5]. 

From a diagnostic pathology standpoint, the nests of cells within the dermis were morphologically consistent with 
squamous cell carcinoma, comprised of cells with abundant eosinophilic cytoplasm and pleomorphic, hyperchromatic 
nuclei with abundant mitotic activity. However, the most significant question that faces the pathologist in this particular 
situation is whether or not this represents a second primary malignancy or a series of metastases from the known primary. 
Given the gross papular appearance of the nodules, basal cell carcinoma is an additional diagnostic consideration. 
However, the histopathology of the tumor is neither cytologically or architecturally consistent with this diagnosis, lacking 
cells with large, basophilic nuclei, a high nuclear to cytoplasmic ratio, and well-circumscribed nests of tumor cells with 
peripheral palisading and stromal retraction. Considering the patient’s findings on imaging, additional differential 
diagnoses include metastatic urothelial carcinoma and other metastatic malignancies of gynecologic origin. Immuno- 
histochemical markers such as cytokeratin 5/6, p40, and p63 may be used at the pathologists’ discretion to confirm that the 
tumor is truly of squamous origin, and to rule out metastatic carcinomas from different sites [20, 21]. In this case, given the 
patient’s clinical history and presentation, a diagnosis of cutaneous metastases from the patient’s primary cervical 
squamous cell carcinoma was favored. Immunohistochemical markers for P16 may be used in these situations to help 
elucidate whether or not this tumor represents metastatic disease. P16/INK4a (CDKN2A), a cyclin-dependent kinase that 
is dysregulated in high-risk human papillomavirus (HPV) infection [19], accumulates within infected cells, and is thus 
amenable to detection by immunohistochemical methods and is often utilized as a surrogate marker for infection with 
high-risk HPV strains and/or detection of HPV-related malignancies [22]. Figure 4 demonstrates that in the biopsies from 
our patient, the nests of tumor within the dermis stained strongly and diffusely for p16, while the overlying epidermis was 
completely negative, ruling out the presence of a second primary squamous cell carcinoma. Of course, P16 is not entirely 
specific for HPV infection or for squamous cell carcinoma of the cervix, and positivity has been reported in a variety of 
tumors (both HPV- and non HPV-related), including cutaneous basal cell carcinomas, urothelial carcinoma, uterine serous 
carcinoma, and basal-like breast carcinoma [23-27]. However, immunohistochemical stains should never be interpreted 
without considering all other aspects of the case, such as the histopathology and clinical history.  In this particular case, the 
morphologic and immunohistochemical results, coupled with the clinical history, supported a diagnosis of metastatic 
cervical squamous cell carcinoma. 

In summary, cutaneous metastases from squamous cell carcinoma of the cervix are rarely reported, with approximately 
fifty cases within the world literature to date. This late manifestation has come to be widely regarded as a sign of 
disseminated, terminal disease [3]. The case presented in this report highlights the need for a complete clinical history to 
suspect metastatic disease and aid the pathologist in making the most accurate diagnosis for the patient. 
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