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Patient: Female, 77-year-old
Final Diagnosis: Secondary extramammary Paget’s disease
Symptoms: Erythema
Medication: -
Clinical Procedure: Biopsy
Specialty: Dermatology ¢ Obstetrics and Gynecology  Oncology ¢ Urology
Objective: Rare disease
Background: Vulvar extramammary Paget disease (EMPD) with abnormal cervical cytology is extremely rare. We encoun-

tered a case of secondary EMPD derived from urothelial carcinoma diagnosed after cytological examination for
cervical cancer screening. We diagnosed the case promptly owing to suspicion based on the patient’s medical
history and vulvar appearance. We report the case and present a review of published cases of EMPD with ab-
normal cervical cytology.

A 77-year-old Japanese woman visited a hospital because cervical cancer screening raised the suspicion of ad-
enocarcinoma. Findings of the cytological examinations of the cervix, endometrium, and urethral meatus cor-
responded to those of other malignant neoplasms of the Bethesda system. The patient had undergone to-
tal urethral cystectomy for urothelial carcinoma 5 years earlier. In our hospital, we found erythema extending
from the urethral meatus to the vulva and performed a vulvar biopsy based on the suspicion of recurrence of
the urothelial carcinoma. We diagnosed secondary EMPD derived from the urothelial carcinoma based on the
findings of Paget cells in the epithelium and immunohistochemistry.

A review of all the reported cases of EMPD with abnormal cervical cytology shows that the frequency of prima-
ry lesions is high in primary EMPD and secondary EMPD derived from urothelial carcinoma. These cases dem-
onstrated the difficulty of suspecting EMPD based on cervical cytology alone. It should be considered that the
cells derived from vulvar EMPD can be observed in cervical cytology, particularly in patients with a history of
primary EMPD or urothelial carcinoma and with vulvar symptoms.
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Background

Extramammary Paget disease (EMPD) is rare, accounting for
5.7% of all vulvar malignancies according to registry data from
the National Cancer Institute [1]. The disease usually involves
the anogenital area and most commonly the vulva. EMPD can
be classified into primary and secondary forms, with the latter
representing intraepithelial spread of an underlying carcinoma
arising in the urogenital or gastrointestinal tracts [2]. Additionally,
primary EMPD is subdivided into type | (primary EMPD intraep-
ithelial neoplasm), type Il (intraepithelial neoplasm with inva-
sion), and type Il (manifestation of an underlying primary ad-
enocarcinoma of a skin appendage or subcutaneous vulvar
gland). Secondary EMPD is subclassified into type I (second-
ary to anorectal or urothelial neoplasia) and type Il (Paget dis-
ease secondary to adenocarcinomas or related tumors of other
sites) [1]. There are reports of vulvar primary EMPD and sec-
ondary EMPD derived from the bladder or rectum spreading to
the cervix through the epithelium, but only 11 cases of vulvar
EMPD with abnormal cervical cytology have been reported in
the English literature [3-12]. Herein, we present a case of type
| secondary EMPD derived from urothelial carcinoma diagnosed
after cytological examination for cervical cancer screening. In this
case, we could diagnose the case immediately by performing a
vulvar biopsy because we suspected secondary EMPD based on
the patient’s medical history and vulvar appearance. We also re-
viewed the literature on primary and secondary EMPD with ab-
normal cervical cytology for the purpose of clarifying their char-
acteristics. This information will be helpful in diagnosing EMPD
promptly, which will lead to appropriate treatment.

Case Report

A 77-year-old Japanese woman visited a hospital because of a
suspicion of adenocarcinoma after cervical cancer screening.
Cytologic specimens were obtained from the cervix, endometri-
um, and urethral meatus, and their findings corresponded not
to adenocarcinoma but to other malignant neoplasms of the
Bethesda system. The patient was referred to our hospital for
further examination. She gave a past history of total urethral
cystectomy for urothelial carcinoma 5 years earlier. On exam-
ination, erythema extending from the urethral meatus to the
vulva was found and was accompanied by pruritus. Cervical
colposcopy showed no obvious abnormal findings, and cervi-
cal curettage and endometrial biopsy revealed only atypical
glandular cells with mild nuclear atypia. We performed a biop-
sy of the left labia minora because we suspected recurrence
of urothelial carcinoma based on macroscopic vulvar findings
and the patient’s medical history. On histopathological exam-
ination, many Paget cells with large nuclei, prominent nucleo-
li, and abundant pale cytoplasm were found in the epithelium
(Figure 1A, 1B). Immunohistochemistry revealed that tumor
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Figure 1. Hematoxylin and eosin staining of the left labia minora
specimen. (A) Atypical cells spread throughout the
epithelium (objective magnification, x10). (B) Many
Paget cells were characterized by large nuclei,
prominent nucleoli, and abundant pale cytoplasm
(objective magnification, x40).

cells were positive for cytokeratin (CK) 7, CK20, GATA3, and
uroplakin II and negative for gross cystic disease fluid pro-
tein 15 (GCDFP15) (Figure 2A-2E), indicating that the tumor
was a secondary EMPD derived from the urothelial carcinoma.

We retrospectively examined the cytologic features of the cer-
vix, endometrium, and urethral meatus, and the findings were
similar to those of the biopsy specimen (Figure 3A-3D). The
specimen revealed clusters of atypical cells with a high nuclear/
cytoplasm ratio, irregular nuclear membranes, and prominent
nucleoli. There was no feature that contradicted a diagnosis of
adenocarcinoma, but adenocarcinoma could not be confirmed
because no glandular structure or mucus was observed. These
findings are consistent with those of urothelial carcinoma.

Thoracoabdominal computed tomography and pelvic mag-
netic resonance imaging showed no other findings sugges-
tive of recurrence. Therefore, we made a diagnosis of type |
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secondary EMPD derived from urothelial carcinoma and re-
ferred the patient back to the hospital that had treated her
for urothelial carcinoma.

Discussion

We encountered a case of secondary EMPD derived from uro-
thelial carcinoma and were able to recognize it immediately
based on the patient’s medical history and appearance of the
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Figure 2. Immunohistochemical staining of the left labia minora
specimen (objective magnification, x20). (A) Positive
for cytokeratin 7. (B) Positive for cytokeratin 20.
(€) Negative for gross cystic disease fluid protein 15.
(D) Positive for GATA3. (E) Positive for uroplakin II.

vulva. Because it was a rare case, we conducted a literature
review by searching PubMed using the terms “Paget disease,
extramammary” [Mesh] AND (“cervix uteri” [Mesh] OR “vagi-
nal smears” [Mesh] OR “uterine cervical neoplasms” [Mesh])
between 1980 and 2020. Articles eligible for the study includ-
ed primary studies that reported EMPD with abnormal cervi-
cal cytology. From these, we reviewed 10 articles describing
11 cases that matched the above (Table 1) [3-12]. It should
be noted that among the 12 cases, 6 were primary EMPD, 5
were secondary EMPD derived from urothelial carcinoma, and
1 was secondary EMPD derived from a rectal carcinoma. The
frequency of primary EMPD and secondary EMPD derived from
urothelial carcinoma was high. Here, we mainly discuss the
cervical cytological findings, histological findings, and clinical
presentation of our case along with previously reported cases.

Regarding the cervical cytology, there were 6 cases of adeno-
carcinoma, 2 of squamous cell carcinoma (SCC), 1 with atyp-
ical squamous cells-cannot exclude high-grade squamous
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Figure 3. Cytological findings with Papanicolaou staining from each region (objective magnification, x40): (A, B) cervix,
(€) endometrium, and (D) urethral meatus. The findings were similar and showed clusters of atypical cells with high nuclear/
cytoplasm ratio, irregular nuclear membranes, and prominent nucleoli.

intraepithelial lesion (ASC-H), 2 cases with abnormal cells, and
only 1 case with suspected malignant urothelial cells. In the 6
cases diagnosed as adenocarcinoma, the parameters for iden-
tification were findings such as cluster-like appearance, large
cells, high nuclear/cytoplasm ratio, irregular nuclear mem-
branes, or prominent nucleoli, and findings not positive for ad-
enocarcinoma such as glandular structure or mucus. However,
2 cases had cytoplasmic vacuoles, which may be described as
mucus [3,6]. Furthermore, in cases diagnosed as adenocarci-
noma, atypical cells from EMPD seemingly mimic atypical cells
from adenocarcinoma. Similarly, the 2 cases diagnosed as SCC
were identified from cell atypia, as described above, and were
not inferred from findings that are commonly found in SCC,
such as presence of keratinization and orange G-stained cells
[6,10]. In addition, in the case of the ASC-H, the authors stat-
ed that it appeared to be similar to an intraepithelial lesion,
including high-grade squamous intraepithelial lesions (HSILs)
because the EMPD lesion spread to the epithelium [7]. Thus,
atypical cells of EMPD are frequently misdiagnosed as ade-
nocarcinoma or SCC despite the cytological features of EMPD
being different from those of adenocarcinoma or SCC. This is
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seemingly because the main histologic types of cervical can-
cer are SCC and adenocarcinoma. Therefore, it is difficult to
suspect EMPD using cervical cytology alone.

In addition, there have been reports of cases in which no histo-
logical lesions were found in the cervix despite abnormal cer-
vical cytology, resulting in overtreatment. One patient under-
went conization [12] and another underwent total abdominal
hysterectomy [5]. These cases were finally diagnosed by biop-
sy of the vulva, but it took several months to reach a correct
diagnosis. In addition, there was a case that was first misdi-
agnosed as HSIL/cervical intraepithelial neoplasia 3 and was
finally diagnosed as secondary EMPD derived from urothelial
carcinoma in another hospital [7].

To reach a correct diagnosis, appropriate histological analy-
sis is necessary. The histological findings of EMPD are as fol-
lows. Although diagnosing primary and secondary EMPD using
only hematoxylin and eosin staining is difficult, the following
findings may be helpful. The former is characterized by Paget
cells with abundant pale cytoplasm and rare mitoses, whereas
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Table 1. Reported cases of primary or secondary extramammary Paget disease with abnormal cervical cytology.

Patient Primary Tl:eatment Clinical Cervical Cervical
age Lesion stonit resentation cytolo histolo
ey primary lesion P ytology 8y
Costello et al [3] 78 PEMPD Yes Itching of vulva Adenocarcinoma EMPD
and vagina
Arnould et al [4] 72 uc Yes Cervical cancer Malignant EMPD
screening urothelial cells
Hendsch et al [5] 53 uc No Cervical cancer Adenocarcinoma No cervical neoplasm in
screening hysterectomy specimen
Gu et al [6] 78 PEMPD Yes Cervical cancer Adenocarcinoma EMPD
screening
Gu et al [6] 87 PEMPD No Cervical cancer ScC EMPD
screening
Reyes et al [7] 58 uc Yes Cervical cancer ASC-H EMPD; She was initially
screening diagnosed with HSIL/CIN3
Westacott et al [8] 81 PEMPD No Vulvar eczema Abnormal cells EMPD
and itching
Clayton et al [9] 73 PEMPD Yes Postmenopausal Abnormal cells EMPD
bleeding
Davis et al [10] 66 PEMPD Yes Cervical cancer SCC EMPD
screening
van der Linden 66 CRC No Postmenopausal Adenocarcinoma EMPD
etal[11] bleeding
Koyanagi et al [12] 68 uc Yes Postmenopausal Adenocarcinoma No cervical neoplasm in
bleeding conization specimen
This case 77 uc Yes Cervical cancer Adenocarcinoma Atypical glandular cells

screening

ASC-H — atypical squamous cells-cannot exclude high-grade squamous intraepithelial lesion; CRC — colorectal carcinoma;
EMPD — extramammary Paget disease; HSIL/CIN3 — high-grade squamous intraepithelial lesion/cervical intraepithelial neoplasia 3;
PEMPD - primary extramammary Paget disease; SCC — squamous cell carcinoma; UC — urothelial carcinoma.

the latter usually displays severe disarrangement of neoplas-
tic cells with mitotic activity, often showing pleomorphism/
anaplasia [7]. Our case also showed the above characteristics
of secondary EMPD with hematoxylin and eosin staining. For
an appropriate diagnosis, immunohistochemistry is required
in 75% of cases [1]. The following immunostaining is wide-
ly used. Primary EMPD is CK7+/CK20/GCDFP15* and positive
for GATA3. Secondary EMPD derived from urothelial carcinoma
is CK7+/CK20*/GCDFP15- and positive for GATA3 and uropla-
kin Il or 1ll. Secondary EMPD derived from colorectal carcino-
ma is CK7-/CK20*/GCDFP15- and positive for CDX2 [2,12,13].
Our patient was positive for CK7, CK20, GATA3, and uropla-
kin Il and negative for GCDFP15; therefore, we were able to
diagnose secondary EMPD derived from urothelial carcinoma.

For a representative analysis, obtaining a biopsy from a rep-
resentative lesion is important. In many instances, multiple
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biopsies may be required [1]. Therefore, it is important to sus-
pect EMPD based on medical history and vulvar appearance.
In this review, 7 of 11 patients had a history of treatment for
the primary tumor, especially in the case of primary and sec-
ondary EMPD derived from urothelial carcinoma. Regarding the
reasons for seeing a doctor, there were 7 patients who con-
sulted a doctor because of abnormal cervical cancer screening
results and 5 patients who presented with vulvar symptoms
such as postmenopausal bleeding or vulvar itching. Most of
the cases were identified during cervical cancer screening, but
histological examination of the vulva was finally performed in
11 of the 12 cases, which led to the diagnosis. In 1 review ar-
ticle, about 90% of patients with EMPD had vulvar symptoms
such as pruritus, erythematous skin patch, and focal swell-
ing [14]. In our review, the symptoms were clearly described in
only 6 cases, but considering that 11 cases had a histological
examination of the vulva, they probably displayed symptoms
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in the vulva. If patients with abnormal cervical cytology have
a history of primary EMPD or urothelial carcinoma, clinicians
should systematically pay attention to vulvar appearance and
consider vulvar biopsy. In our case, we could diagnose the pa-
tient promptly by performing vulvar biopsy because we con-
sidered secondary EMPD based on her medical history and
vulvar appearance.

Discussing the subtype of EMPD was not possible in our re-
view because some studies did not report sufficient informa-
tion to allow for recognition of the subtype. We have mainly
discussed the process of diagnosis here because the progno-
sis differs between primary and secondary EMPD. We assume
that making a prompt diagnosis is important because it can
lead to appropriate treatment.

Conclusions

In conclusion, we encountered a case of secondary EMPD
derived from urothelial carcinoma diagnosed after cytology
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for cervical cancer screening. Any abnormal cervical cytology
should prompt a careful history assessment and physical ex-
amination. This process may guide clinicians toward the di-
agnosis of rare malignancies that can be associated with ab-
normal cervical cytology.
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