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Abstract: Skin metastasis, a rare occurrence in cervical cancer, typically signifies advanced systemic disease with a poor prognosis.
This case report presents a 55-year-old female with recurrent cervical adenocarcinoma, intrapulmonary metastasis, and metachronous
mucinous ovarian cancer who developed skin metastasis. The patient presented with skin-colored and hyperpigmented plaques and
papules on the lower abdomen. The histopathological examination of the skin lesion from the patient in this case report revealed
subepithelial tumor masses composed of round to oval cells growing hyperplastically in compact clusters, with some forming
glandular structures. The nuclei exhibited pleomorphism, ranging from hyperchromatic to vesicular, with clear nucleoli, and mitotic
figures were observed. The fibrocollagenous stroma appeared partly edematous, while the skin adnexa, including the sweat and
sebaceous glands, remained intact. Immunohistochemical staining for p16 in the skin lesion showed strong positivity in stromal tumor
cell infiltrates and negativity in the papillary epithelium, supporting a metastatic origin from cervical adenocarcinoma, confirming the
diagnosis of skin metastasis from adenocarcinoma. She was treated with three cycles of paclitaxel and carboplatin chemotherapy,
resulting in thinning and a reduction in the size and number of plaques and papules. Despite the positive therapeutic response, the
overall prognosis remains poor, and she passed away 16 months after the initial appearance of skin metastasis. This case underscores
the importance of routine skin examination in cervical cancer patients, as skin metastasis often correlates with advanced disease and
distant organ involvement. Early biopsy and prompt treatment may enhance progression-free survival in such cases.
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Introduction

Skin metastasis refers to the spread of cancerous cells from a primary internal cancer to the skin and represents
a manifestation of advanced systemic disease with poor prognosis.'? The presence of skin metastasis often indicates late-
stage malignancy and is associated with a high mortality rate.?

Cervical cancer (CC) or carcinoma of the cervix is a cancer that has primary growth in the cervix.® It remains one of
the most prevalent malignancies among women globally, ranking as the fourth most common cancer overall. In
Indonesia, CC is the second most common cancer in women and the third leading cause of cancer-related mortality.*

Skin metastasis from gynecologic cancers is rare, with skin involvement from cervical cancer being especially
uncommon, even in the late stages of the disease.” Imachi, et al® reported that from 1190 cervical cancer patients, only 15
individuals (1.3%) were identified with skin metastasis during the follow-up period through biopsy, surgical specimen, or
autopsy. When present, skin metastasis from cervical cancer is frequently accompanied by distant organ involvement,
most commonly the lungs.”

The diagnosis of skin metastasis requires clinicopathologic correlation, as clinical manifestations are highly variable.’
Typical lesions appear as firm, painless nodules,” but may also present as plaques or inflammatory telangiectatic
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lesions.®” The histopathological examination usually resembles the primary tumor.'® The histological subtype of CC has
prognostic implications, with adenocarcinoma often demonstrating a more progressive course and poorer outcome.'!
Currently, no standardized treatment guidelines exist for skin metastasis secondary to cervical cancer.”'*'"?
Therapeutic approaches are largely palliative and include systemic chemotherapy, biological response modifiers, immu-
notherapy, external beam radiation therapy (EBRT), and electrochemotherapy.'? This case report aims to report a case of
skin metastasis from cervical adenocarcinoma with intrapulmonary metastasis and metachronous mucinous ovarian
cancer, which showed favorable clinical response to combination chemotherapy with paclitaxel and carboplatin. This
case contributes to the limited literature on concurrent secondary malignancies and highlights the therapeutic potential of

platinum-taxane regimens in managing skin metastasis form cervical cancer.

Case Report

A 55-year-old Javanese female was referred from the Obstetrics and Gynecology Department at Hasan Sadikin General
Hospital with a chief complaint of skin-colored and hyperpigmented plaques and papules on the lower abdomen that
were not painful or itchy.

Ten years before consultation, the patient had been diagnosed with stage IIB cervical adenocarcinoma accompanied
by ascites. Cytological analysis of the ascitic fluid revealed no malignant cells. She received 25 sessions of external beam
radiation and 3 sessions of intracavitary radiation therapy, which resulted in a complete response. Six years before
consultation, the patient developed intrapulmonary metastasis and underwent six cycles of combination chemotherapy
with paclitaxel and carboplatin. Four years before consultation, the patient presented again with lower abdominal
enlargement. Histopathological examination of specimens from both ovaries and adnexa revealed bilateral mucinous
carcinoma, while the right fallopian tube was free of malignancy. Based on clinical and pathological findings, she was
diagnosed with recurrent cervical adenocarcinoma and stage IIIC mucinous ovarian carcinoma. She underwent sub-
optimal debulking surgery followed by six additional cycles of paclitaxel and carboplatin chemotherapy. Two years
before consultation, the patient developed hematometra secondary to vaginal adhesions, attributed to recurrent cervical
adenocarcinoma and stage I1IC mucinous ovarian carcinoma. She was treated with hematometra evacuation. One year
before consultation, the patient was diagnosed with pulmonary tuberculosis infection and completed a six-month course
of antituberculosis therapy.

Six months before consultation, new skin lesions began to appear as pin-point, skin-colored papules located in the
midline of the lower abdomen. Over time, these papules became hyperpigmented, some coalesced into plaques, and
gradually increased in both size and number. Four months before consultation, the lesions had extended laterally across
the lower abdomen and were accompanied by noticeable lower abdominal enlargement.

The patient experienced menarche at the age of 12, coitarche at 20, and her first pregnancy at 22. She denied a history
of smoking, contraceptive use, or HPV vaccination. There were no symptoms suggestive of malignancy in other organs.
The patient reported a family history of cervical cancer in her maternal aunt.

On physical examination, there were enlarged cervical lymph nodes and an enlarged lower abdomen. The patient
presented with multiple skin-colored and hyperpigmented papules and hyperpigmented plaques with diffuse hyperpig-
mented macules on the lower abdomen, and the size of the largest lesion was 2.3%0.4 x 0.2 cm. There were some serous
crusts and scales on top of some hyperpigmented plaques and papules (Figure 1). Direct microscopic examination with
potassium hydroxide 10% from the hyperpigmented macules revealed no fungal element. The histopathological exam-
ination of the skin biopsy from the hyperpigmented papule revealed subepithelial tumor masses composed of round to
oval cells growing hyperplastically in compact clusters, with some forming glandular structures. The nuclei exhibited
pleomorphism, ranging from hyperchromatic to vesicular, with clear nucleoli, and mitotic figures were observed. The
fibrocollagenous stroma appeared partly edematous, while the skin adnexa, including the sweat and sebaceous glands,
remained intact. (Figure 2A and B). The p16 immunohistochemical examination showed a positive result in tumor cell
infiltration in the stroma and negative result in papiliferum, supporting the diagnosis of metastasis from adenocarcinoma
(Figure 2C). The hematology examination was within normal limits. Abdomen magnetic resonance imaging (MRI)
showed recurrent ovarian mass. Therefore, the patient was diagnosed with skin metastasis of cervical adenocarcinoma on
the lower abdomen, recurrent cervical adenocarcinoma, and recurrent mucinous ovarian mass.
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Figure | Clinical manifestation showed multiple skin-colored and hyperpigmented papules and hyperpigmented plaques with diffuse hyperpigmented macules on the base.
There were some serous crusts and scales on top of some hyperpigmented plaques and papules: before the chemotherapy (A) and one month after the third cycle of

paclitaxel-carboplatin chemotherapy (B).

Figure 2 Histological findings from the hyperpigmented papule revealed subepithelial tumor mass consisting of round oval cells that grow hyperplastically, compacted in
groups, with a small part forming glandular structures (H&E staining, 10x) (A). There are mitosis cell ans the cell nuclei were pleomorphic (yellow arrow), partly
hyperchromatic, partly vesicular with clear nucleoli (H&E staining, 100x) (B). The pl6 immunohistochemical examination showed positive result in tumor cell infiltration in

the stroma that support the diagnosis of metastasis of adenocarcinoma (p|6 staining, 100x)(C).
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The patient was treated with three cycles of paclitaxel and carboplatin chemotherapy. The plaques and papules
became thinner and decreased in size and number after one cycle of chemotherapy, with continued improvement within
one month following the third cycle (Figure 1). The largest lesion reduced from 2.3%0.4 x 0.2 cm cm before treatment to
0.5%0.2 x 0.2 cm after one month following the third cycle of chemotherapy. The patient complained of nausea after
every cycle of therapy, which subsided three days after the chemotherapy. Laboratory examination showed low
hemoglobin and leukocyte levels after the last cycle of chemotherapy. Then the patient was treated with hematometra
evacuation and another six cycles of paclitaxel and carboplatin chemotherapy, but the patient did not return for follow-up
to Dermatology and Venereology Department. Unfortunately, the patient passed away due to respiratory distress, one
month after the fifth cycle of chemotherapy or 16 months after the first skin lesion appeared.

Discussion

Skin metastasis from internal malignancies is very rare with incidence ranging from 0.7% to 10%.' It typically occurs in
the advanced stages of internal cancers, spreading through hematogenous dissemination, lymphatic dissemination, direct
invasion, or surgical implantation.'> In women, the most frequent primary cancers that lead to skin metastasis were breast
cancer (69%), colorectal carcinoma (9%), melanoma (5%), and ovarian carcinoma (4%).> Skin metastasis from CC is
very rare, ranging from 0.1% to 2% of all reported events and the prognosis is typically unfavorable.>’'?

According to GLOBOCAN 2020, there were an estimated 604,000 new cases of CC worldwide, leading to 342,000
deaths each year.* In Indonesia, CC accounted for 17.2% of cancer cases and 8.8% of cancer-related deaths among women
in 2018."® According to data from the Indonesian Society of Gynecologic Oncology, histopathologically, the majority of
cases were epidermoid carcinoma (59%), followed by adenosquamous carcinoma, and adenocarcinoma.'’ The patient in
this case was diagnosed with cervical adenocarcinoma, the third most common histologic type of CC in Indonesia.

Invasive CC extends directly to nearby structures such as the parametrium, vagina, uterus, and adjacent organs like
the bladder and rectum. It also spreads through lymphatic dissemination to regional lymph nodes. Distant metastasis to
the lungs, liver, and bones by the hematogenous dissemination typically occurs in the later stages.” The anatomical
regions affected by skin metastasis and the findings of tumor cells in lymphatic spaces suggest a lymphatic spread. Thus,
it is thought to occur due to retrograde tumor spread secondary to lymphatic obstruction in most cases.'® However,
several cases have been reported to develop at the sites of previous skin injuries, surgical incisions, drains, or radiation
therapy needle insertions, raising the possibility of direct tumor cell implantation.”'®?* Skin metastasis from cervical
cancer is often associated with metastasis in other organs, with the lungs being the most commonly affected,” which was
also observed in this patient.

The time frame for the development of skin metastasis following cervical cancer treatment varies significantly. It can
occur even before therapy is fully completed,'? while in some cases, it may take over a decade to manifest.”* The patient
in this case report first presented with skin metastasis nine years after her initial cervical adenocarcinoma diagnosis and
five years after she was diagnosed with intrapulmonary metastasis.

Skin metastasis from CC tends to affect the lower abdomen, vulva, lower extremities, and anterior chest wall more
frequently. Typically, cutaneous lesions present as painless nodules,” but can also appear as plaques or inflammatory
telangiectatic lesions.*” The lesions may be single or multiple.'> In 2019, Katiyar, et al’ reported a case of skin
metastasis as pearly hyperpigmented, dry papules on the lower abdomen and thighs in a patient with asymptomatic
local recurrence of adenosquamous cervical carcinoma. The skin biopsy showed a poorly differentiated tumor similar to
the previous cervical primary carcinoma. The patient received chemotherapy, and the skin lesion was completely
resolved. The cutaneous lesions in our patient presented as asymptomatic, with multiple skin-colored and hyperpigmen-
ted papules and plaques with crust and scales on the lower abdomen, which are rare.

Based on the histopathological examinations, the World Health Organization Classification of Female Genital Tumours
classified cervical cancer as squamous epithelial tumors (squamous cell carcinoma with HPV-associated, HPV-independent,
or not otherwise specified/NOS), glandular tumors (adenocarcinoma NOS, HPV-associated, HPV-independent gastric type,
HPV-independent clear cell type, HPV-independent mesonephric type, HPV-independent NOS, endometrioid adenocarci-
noma NOS, carcinosarcoma NOS, adenosquamous carcinoma, mucoepidermoid carcinoma, adenoid basal carcinoma, and
carcinoma undifferentiated NOS), mixed epithelial and mesenchymal tumors (adenosarcoma), and germ cell tumors
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(endodermal sinus tumor, yolk sac tumor NOS, and choriocarcinoma NOS).** The incidence of skin metastasis is higher in
adenocarcinoma compared to squamous cell carcinoma.® It remains uncertain whether adenocarcinoma predicts a greater
likelihood of distant metastasis.”® The patient, in this case report, also was diagnosed with cervical adenocarcinoma with skin
metastasis and had intrapulmonary metastasis as the distant metastasis.

The reported incidence of secondary primary malignancy ranges from 1.33% to 5.8%.%” The two tumors can be
diagnosed simultaneously (synchronous) or more than six months afterward (metachronous).?® The cases of cervical and
ovarian cancer that occur in one patient have been rarely reported.?’ Matsuo, et al*® reported that 0.3% of stage I cervical
cancer patients developed metachronous ovarian cancer during approximately 10 years of follow-up. The median time to
develop metachronous ovarian cancer was 5.4 years. Patients with adenocarcinoma or adenosquamous cervical carci-
noma had a significantly higher risk of developing metachronous ovarian cancer. The patient in this case was diagnosed
with metachronous mucinous ovarian carcinoma six years after the first initial cervical adenocarcinoma diagnosis.

Ovarian cancer is the second most prevalent gynecological cancer and has the highest mortality rate.*’ Mucinous
ovarian cancer (MOC) is a rare subtype of epithelial ovarian carcinoma.*” Skin metastasis from ovarian cancer are also
uncommon with the incidence ranging from 0.9% to 5.8%. It can occur as nodules in the umbilicus (Sister Joseph
nodules/SIN) or non-SJN metastasis that can occur in the abdominal wall, groin, external genitalia, and chest wall.*
Non-SJN metastasis may present as a cutaneous nodule, cicatricial plaque, multiple small papules, and inflammatory
metastasis as pitting edema with erythematous skin that resembles lymphangitis and cellulitis.>** However, skin
metastasis from the mucinous ovarian carcinoma have not been reported.*

The histopathological examination of skin metastasis is similar to the primary tumor.'® The histopathological
examination of the skin lesion from the patient in this case report revealed subepithelial tumor masses composed of
round to oval cells growing hyperplastically in compact clusters, with some forming glandular structures. The nuclei
exhibited pleomorphism, ranging from hyperchromatic to vesicular, with clear nucleoli, and mitotic figures were
observed. The fibrocollagenous stroma appeared partly edematous, while the skin adnexa, including the sweat and
sebaceous glands, remained intact. These findings closely resemble the histopathologic characteristic of cervical
adenocarcinoma.” In contrast, mucinous ovarian cancer typically demonstrates multilocular cysts, structures lined by
mucin-containing columnar epithelium, showing proliferation of anaplastic cells with pleomorphic nuclei, coarse
chromatin, and areas of acinar or papillary formation, features that were not present in this case.*®

The additional p16 examination demonstrates oncogenic activity in cervical carcinoma cell lines and is closely linked
to the grade of cervical intraepithelial neoplasia, as well as the prognosis of cervical cancer.>’® Immunohistochemical
staining for p16 in the skin lesion showed strong positivity in stromal tumor cell infiltrates and negativity in the papillary
epithelium, supporting a metastatic origin from cervical adenocarcinoma. Although additional immunohistochemical
markers such as CK7, CK20, PAX8, ER, PR, or HPV RNA ISH were not available due to resource limitations, the
overall clinicopathologic correlation strongly supports the diagnosis of skin metastasis from cervical adenocarcinoma.

Skin metastasis is often indicative of a pre-terminal stage and is commonly associated with local recurrence and
distant metastasis, leading the focus of treatment becomes palliative. Currently, there is no established effective
treatment, and no clear guidelines exist for managing skin metastasis.”'>'* Available treatment options include
chemotherapy, biological response modifiers, immunotherapy, EBRT, and electrochemotherapy.'> The treatment choice
is influenced by several factors, such as the patient’s general condition, symptoms, visceral involvement, and financial
circumstances. Most patients underwent palliative chemotherapy, with taxane-platinum (TC) combinations being com-
monly used.” Cis-platinum alone is the most effective single agent for symptom management and paclitaxel has also been
demonstrated to induce a complete response.”> This combination has also been studied as cervical cancer chemotherapy
and ovarian cancer adjuvant therapy.*>*' If the patient’s condition is favorable, palliative chemotherapy using a single-
agent cisplatin or a combination of cisplatin and paclitaxel may be considered to enhance progression-free survival.*?

Paclitaxel is a broad-spectrum anticancer agent primarily derived from the bark of the yew tree Taxus brevifolia
Nutt. It belongs to the class of diterpene taxanes and is one of the most commonly used chemotherapeutic agents for
treating various types of cancer. Paclitaxel works as an anticancer drug by stabilizing microtubules, preventing their
disassembly, and disrupting cell division. It also induces apoptosis through activation of p53 and Raf-1 and reduces
tumor angiogenesis.43 Paclitaxel was administered at a dose of 175 mg/m2 (234.5 mg) and administered by
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Table | Summary of Reported Cases of Skin Metastasis From Cervical Adenocarcinoma (2015-2025)

Reference Patient Cutaneous Anatomic Other IHC/ Treatment for Cutaneous Survival Notes
(Author, Age Lesion Site(s) of Skin | Metastatic Molecular Disease (Months
Year) (Year old) | Morphology Lesions Sites Markers from Skin
Reported Reported Metastasis)
Jindal R etal | 40 Vulvar Vulva, labia Not fully Histology Loss to follow up Not Skin lesion preceded diagnosis of internal
(2018)* swelling, minora, mons detailed supportive for reported malignancy
vesicles, pubis adenocarcinoma
papules
Arora 54 Papules, Vulva, labia Lungs, liver, pl6 negative Palliative radiotherapy Not Highlights atypical dermatomal
Setal vesicles, majora, labia bone, lymph reported presentation for adenocarcinoma origin;
(2021)* zoster-like minora, nodes supports that adenocarcinoma may
plaques abdomen present with variable morphology
(dermatomal,
T10 bilateral)
Purbadi 66 Nodules, Vulvar, umbilicus/ | Diffuse Not reported Excision, Chemotherapy I'l months lllustrates variable sites and outcome
Setal ulcers, mass incisional line metastases in (paclitaxel-carboplatin); (both)
(2021)* abdomen Chemotherapy (paclitaxel-
carboplatin and bevacizumab-
gemcitabine), radiotherapy
Gociman 36 Nodules, Thigh Lymph nodes CK7 +, CK20-, | Palliative chemotherapy 15 Skin lesion preceded diagnosis of internal
Setal papules, PAX8+ (paclitaxel-cysplatin-bevacizumab) malignancy
(2023)*° plaques,
pustules
This case 55 Plaques and Lower abdomen | Lungs with pl6é+ in stromal | Palliative chemoterapy 16 Unique for concurrent mucinous ovarian
papules metachronous | tumor cells (paclitaxel-carboplatin); lesions carcinoma and lung metastasis, with
mucinous regressed cutaneous lesions showing partial
ovarian remission after paclitaxel-carboplatin
carcinoma chemotherapy
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intravenous (IV) infusion over 3 hours.*' Carboplatin is a main platinum-based antitumor drug. It binds with
deoxyribonucleic acid (DNA), blocking replication and transcription, leading to cell death and triggering
apoptosis.**** Carboplatin was given with the dosage of 5 area under the curve (AUC) and administered by IV
infusion over 30 to 60 minutes.*'

The TC regimen is expected to cause acute emesis in 30% to 90% of patients. It can also cause anemia, leukopenia,
neutropenia, and thrombocytopenia, as well as hepatotoxicity and nephrotoxicity.*' The patient was treated with three cycles
of paclitaxel and carboplatin chemotherapy. Progressive improvement was observed, as the plaques and papules became
thinner and smaller after one cycle of chemotherapy, with further reduction within one month after the third cycle. The largest
lesion decreased in size from 2.3%0.4 x 0.2 cm cm before treatment to 0.5x0.2 x 0.2 cm after one month following the third
cycle of chemotherapy. The patient complained of nausea after each chemotherapy cycle, which subsided three days post-
treatment. Laboratory examination showed low hemoglobin and leukocyte levels after the final cycle.

The prognosis for cervical adenocarcinoma with skin metastasis is generally poor, with a median survival of 12
months and survival for more than 1 year seen in only 20% of patients. Furthermore, cervical adenocarcinoma is
associated with a higher mortality rate than squamous cell carcinoma.”*'"*!? In this case report, the patient passed away 16
months after the first lesion of skin metastasis appeared, confirming that skin metastasis signifies advanced systemic
disease with a poor prognosis and chemotherapy may offer temporary clinical improvement.

Given the rarity of skin metastasis in cervical adenocarcinoma, a literature review was performed to compare
previously reported cases over the period of 2015-2025 with the present patient (Table 1). Compared to previous reports,
the present case is unique for its concurrent mucinous ovarian carcinoma and pulmonary metastasis, along with
a favorable cutaneous response following paclitaxel—carboplatin chemotherapy.

Conclusion

In conclusion, although skin metastasis from cervical cancer is uncommon, a comprehensive skin examination should be
conducted during routine visits for all patients. Any sudden skin lesions in patients with cervical cancer should prompt
immediate biopsy to exclude metastasis, as it is often linked to advanced disease and organ metastasis. While there are no
established guidelines for the treatment of skin metastasis in cervical cancer, systemic chemotherapy using paclitaxel-
carboplatin regimen may offer temporary clinical improvement. This case report demonstrates a case of skin metastasis
from cervical adenocarcinoma with recurrent cervical adenocarcinoma, recurrent mucinous ovarian cancer, and intra-
pulmonary metastasis which responded to combination chemotherapy with paclitaxel and carboplatin.

Abbreviations

AUC, area under the curve; CC, cervical cancer; DNA, deoxyribonucleic acid; EBRT, external beam radiation therapy;
HPV, human papillomavirus; IV, intravenous; MOC, mucinous ovarian cancer; MRI, magnetic resonance imaging; NOS,
not otherwise specified; SIN, Sister Joseph nodules; TC, taxane-platinum.
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