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Vulvar Paget’s disease
Fever ¢ lymphadenopathies

General and Internal Medicine

Mistake in diagnosis

Asymptomatic vulvar Paget’s disease is rare and commonly presents with vulvar eczema, erosions, or pruritus.
The time from onset to diagnosis of vulvar Paget’s disease tends to be rather long because of difficulty mak-
ing a correct diagnosis owing to similar skin findings with eczema or patients’ reluctance to undergo physical
examination of their pubic area because of embarrassment.

A 55-year-old woman experienced recurrent episodes of fever for 10 months. Her primary care physician indi-
cated inguinal lymphadenopathy 2 months prior to presentation at our hospital. Contrast-enhanced abdomi-
nal computed tomography revealed multiple intra-abdominal lymphadenopathies. With the failure of finding
the primary lesion after biopsy, and with a diagnosis of metastatic carcinoma, she was referred to our hospi-
tal. On admission, she did not report having vulvar symptoms. As imaging studies revealed no primary lesions,
we subsequently added immunostaining to the lymph node biopsy specimens, which suggested Paget’s dis-
ease. We finally performed a vulvar physical examination and identified eczema. We performed a skin biopsy
and histopathological examinations, which provided the final diagnosis of vulvar Paget’s disease.

We experienced a case of vulvar Paget’s disease presenting with inguinal and intraperitoneal lymphadenopa-
thies, without a patient report of vulvar symptoms. When identifying lymphadenopathies, it is crucial to obtain
a careful history and perform appropriate physical examinations, suspecting diseases of the vulva or perineum.
In addition, immunostaining of lymph node biopsy specimens could be useful in making a correct diagnosis.
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Background

Vulvar Paget’s disease, a type of extramammary Paget’s dis-
ease, is a rare type of malignancy [1], especially in Japan, which
originates from skin appendages such as apocrine glands [1].
Many cases of extramammary Paget’s disease were report-
ed to have vulvar abnormalities, 87% to 98% of which were
common skin lesions, such as eczema or erosions, followed by
78% to 98% which were pruritus [2,3]. Vulvar Paget’s disease
is well known for the notoriously long time needed to achieve
a correct diagnosis [2,3]. The time from onset to diagnosis of
vulvar Paget’s disease is approximately 20 months [2-4] be-
cause it is extremely difficult to distinguish the skin lesions
of Paget’s disease from benign conditions, such as contact
dermatitis, fungal infections, or Bowen’s disease, using only
gross physical findings without biopsy [1,5]. Therefore, biopsy
is essential with recalcitrant vulvar skin lesions, despite usu-
al treatments [6]. Furthermore, vulvar Paget’s disease could
present only as inguinal lymphadenopathies as a chief com-
plaint without vulvar symptoms [5], and patients’ embarrass-
ment regarding examination of their pubic area could actual-
ly prevent physical examination [7,8].

Table 1. Laboratory findings on admission.
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We report a case of a patient with vulvar Paget’s disease show-
ing fever and lymphadenopathies, without a report of vulvar
skin symptoms, whose correct diagnosis was suspected only
after histopathological examination of the left inguinal and in-
tra-abdominal lymphadenopathies.

Case Report

A 55-year-old woman experienced recurrent episodes of fe-
ver >38.5°C, generalized arthralgia, and myalgia lasting a few
days, with spontaneous improvement without respiratory, uri-
nary, or gastrointestinal symptoms, once a month since onset.
She visited her primary care physician, who indicated ingui-
nal lymphadenopathy in the eighth month after onset. Her fe-
ver frequency increased to twice a month by the tenth month,
without night sweats or weight loss. Contrast-enhanced com-
puted tomography (CT) revealed left inguinal and multiple in-
tra-abdominal lymphadenopathies. Histopathological findings
for the inguinal lymph node biopsy specimens suggested met-
astatic carcinoma, but a primary lesion was not identified. She
was referred to our hospital in the tenth month.

u/L
g/dL Na 142 mmol/L
Al K 42 mmoL
"""""" mgdl 108 mmoll
"""""" mgdl  ca 95  mgdl
 mUmin/173m* CRP 005 mg/dl

mg/dL Ferritin 164 ng/mL
"""""" mgdl LR 339 Uml
% WV o  col
""""""" UL ACE 151w
""""""" UL g6 1639 mgidl
""""""" UL lgA 208 mgidl
""""""" UL lgM 45 mgidl
""""""" UL TblRNy  Negative

MCV — mean corpuscular volume; PT-INR — prothrombin time-international normalized ratio; APTT — activated partial thromboplastin
time; FDP — fibrin degradation products; TP — total protein; BUN — blood urea nitrogen; Cr — creatinine; eGFR — estimated

glomerular filtration rate; T-Bil — total bilirubin; HbAlc — glycated hemoglobin Alc; AST — aspartate aminotransferase; ALT — alanine
aminotransferase; LDH — lactate dehydrogenase; ALP — alkaline phosphatase; y-GTP — y-glutamyl transpeptidase; CK — creatine
phosphokinase; Na — sodium; K — potassium; Cl — chloride; Ca — calcium; CRP — C-reactive protein; sIL-2R — soluble interleukin-2
receptor; HTLV-1 — human T-cell leukemia virus type 1; ACE — angiotensin-converting enzyme; IgG — Immunoglobulin G;

IgA — immunoglobulin A; IgM — immunoglobulin M; Th-IFNy — Mycobacterium tuberculosis interferon gamma release assay.
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Figure 1. Abdominal contrast-enhanced computed tomography obtained at the first visit to our hospital in the tenth month of
illness. (A) The lymph nodes in the left inguinal (arrowhead) and left external iliac regions (arrow) are enlarged. (B) Multiple
lymph nodes are enhanced in the para-abdominal aortic region (white arrowheads).

On her first visit to our hospital, the patient’s height was
161.8 cm, body weight was 49.2 kg, body mass index was
18.9 kg/m?, body temperature was 36.5°C, blood pressure was
113/70 mm Hg, pulse rate was 62 beats/min, percutaneous
oxygen saturation was 96% on room air, and respiratory rate
was 12 breaths/min. Physical examination revealed movable
and painless left inguinal lymphadenopathies. The cervical,
supraclavicular, and axillary lymph nodes were impalpable,
and there were no other abnormalities in her trunk and ex-
tremities. The laboratory findings on admission are shown in
Table 1. The white blood cell count was 6 300/uL; neutrophils,
58.8%; lymphocytes, 33.2%; hemoglobin, 12.8 g/dL; and plate-
lets, 265 000/uL, with no abnormal cells in the peripheral blood.
Other results were as follows: total protein, 7.3 g/dL; albumin,
3.9 g/dL; lactate dehydrogenase (LDH), 187 U/L; C-reactive pro-
tein, 0.05 mg/dL; ferritin, 164 ng/mL; and sIL-2R, 339 U/mL.
Renal and liver functions were normal with normal immuno-
globulin concentrations. No antibodies to Mycobacterium tuber-
culosis IFN-y, anti-human T-cell leukemia virus antibody, syph-
ilis serology, and HIV were identified. Angiotensin-converting
enzyme concentrations were also normal at 15.1 IU/L. The uri-
nalysis showed only unremarkable findings. The findings in im-
aging studies, such as electrocardiography and chest X-rays,
were normal, and upper and lower gastrointestinal endoscopy
revealed no malignancy in the gastrointestinal tract. Chest and
abdominal CT with contrast enhancement revealed multiple
lymphadenopathies in the left inguinal, left external iliac, bilat-
eral internal iliac, bilateral common iliac, and para-abdominal
aortic regions (Figure 1), without showing a possible primary
lesion. Even positron emission tomography(PET)-CT revealed
no abnormal uptake in areas other than the lymphadenopa-
thies (Figure 2). Hematoxylin and eosin staining of the lymph
node biopsy specimens performed at the previous hospital
(Figure 3A) showed infiltration and proliferation of malignant
cells, with eosinophilic cytoplasm and round-shaped nuclei,
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Figure 2. Positron emission tomography-computed tomography
(CT) obtained 2 weeks after the first visit to our
hospital. The image shows high uptake in the
lymphadenopathies already detected by CT, with no
other lesions showing high uptake.
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. (A) Hematoxylin and eosin

(H&E) staining (x200) showing infiltration and proliferation of malignant cells with eosinophilic cytoplasm and round-shaped
nuclei. (B) Gross cystic disease fluid protein (GCDFP)-15 staining (x100) showing that some of the malignant cells identified

by H&E staining are positive with GCDFP-15 staining.

which was diagnosed as lymph node metastasis of some kind
of carcinoma. Additional immunostaining performed at our hos-
pital showed positive results for cytokeratin (CK) AE1/AE3, CK7,
anti-GATA3 antibodies, and carcinoembryonic antigen (CEA),
with negative findings for thyroid-specific transcription factor,
paired box gene 8, and CK20, suggesting a malignancy of the
urinary tract, gynecological organs, or breast as a primary le-
sion. More importantly, the result of gross cystic disease fluid
protein-15 (GCDFP-15) was partially positive (Figure 3B), sug-
gesting a possible relationship with apocrine tumors, includ-
ing breast cancer or Paget’s disease. However, physical and
ultrasonographic examinations of the patient’s breasts recon-
firmed the absence of any abnormalities.

When we obtained another history from the patient, focus-
ing on her vulvar symptoms and signs and suspecting vulvar
Paget’s disease, she finally and reluctantly disclosed the long
history of having pruritus and discharge related to eczema-
tous lesions on her vulvar and perineal areas, which had been
treated by her dermatologist with topical dermatological med-
ications without improvement for 26 months before the first
visit to our hospital. We subsequently examined her vulvar and
perineal areas, which revealed erythematous lesions with ero-
sions spreading from the area just above the clitoris, bilater-
al labia minora and labia majora, and left perineal area to the
anus (Figure 4). The pelvic examination and vaginal speculum
examination showed no abnormalities, and the cervical cytol-
ogy was negative. As these skin findings strongly suggested
vulvar Paget’s disease, we performed skin biopsy of a vulvar
lesion and histopathological examinations, which provided
a final diagnosis of vulvar Paget’s disease (Figure 5). Finally,
other imaging tests showed no abnormalities in the uterus or
ovaries. She was treated with anti-cancer chemotherapy, in-
cluding docetaxel, after undergoing surgical resection of vul-
var and perineal tumors. She has been receiving anti-cancer
chemotherapy, including docetaxel, for more than 16 months.
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Figure 4. Gross findings of the vulvar skin lesions.
Erythematous lesions with erosions spread from the
area just above the clitoris, bilateral labia minora and
labia majora, and left perineal area to the anus.

Discussion

Patients with vulvar Paget’s disease presenting with fever and
lymphadenopathies as chief symptoms are extremely rare, with
only one report showing inguinal lymphadenopathy as a chief
symptom [5]. In the present case, we initially tried making a
diagnosis by finding the cause of fever and lymphadenopathy.
Culprit lesions of inguinal lymphadenopathy are often found
with other pathological conditions of the lower extremities,
vulvae, anus, or genitalia [9], including malignant lymphoma,
gastrointestinal, urinary tract, or gynecological malignancies,
tuberculosis [10], sarcoidosis [11], or cat scratch disease [12].
We used PET-CT to find the primary lesion, suspecting malignant
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Figure 5. Pathological findings of the biopsy specimens of vulvar skin lesions. (A) Hematoxylin and eosin (H&E) staining (x400)
showing Paget cells with bright cell bodies within the epidermis. (B) Gross cystic disease fluid protein-15 (GCDFP-15) staining
(x200) showing that some of the malignant cells identified by H&E staining are positive with GCDFP-15 staining.

lymphoma or gastrointestinal malignancies as prime candidates,
which failed to identify lesions in the pelvic cavity.

The key to making the diagnosis of vulvar Paget’s disease is
to obtain a meticulous history and to perform appropriate
physical examination of skin lesions, which we failed to per-
form until the histopathological examination findings sug-
gested the diagnosis. Although our patient had actually ex-
perienced vulvar symptoms for a long time, we were unable
to realize that because of our failure to obtain an appropriate
history on her first visit to our department. In Japan, physi-
cal examinations of the pubic area, especially of women, are
rarely performed without reports of symptoms by the patient.
Practically, a patient’s embarrassment [7,8] or misunderstand-
ing of the lesion could force a patient to leave lesions in the
pubic area untreated, which could prevent an appropriate di-
agnostic process. From an anatomical point of view, because
lymphatic vessels distributed in the dermal tissue of the vulva
run horizontally to superficial inguinal lymph nodes, whereas
lymphatic vessels distributed in the clitoris and anterior labia
minora flow directly into the inguinal or internal iliac lymph
nodes [13], physical examination of the vulvar area is man-
datory when inguinal lymphadenopathies are seen, especial-
ly without detecting a primary lesion in the pelvis or lower
extremities. Thus, repetitive history taking or physical exami-
nations in accordance with a system review [14] and anatom-
ical knowledge [13] are valuable to prevent inadequate medi-
cal practice. In addition, a respectful attitude by the physician
to make a patient feel less embarrassed is required when pro-
posing and explaining procedures to the patient as well as
when performing the procedures, when examinations of em-
barrassing areas are mandatory. Needless to say, it is also es-
sential to create good physician—patient relationships in dai-
ly medical practice [15].

In the present case, we added immunostaining to the inguinal
lymph node biopsy specimens obtained at the previous hospital,
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which helped us make a correct diagnosis. More specifically,
positive CK7 and negative CK20 led us to suspect carcinoma
of the lung, breast, thyroid, endometrium, bile duct, or pancre-
as [16,17], resulting in adequate denial of those as a prima-
ry lesion by subsequent appropriate examinations. Moreover,
positive results for CK7, CEA, and GCDFP-15, which were re-
ported to be 100%, 84.2%, and 52.6% positive, respectively, by
special immunostaining in a study of primary extramammary
Paget’s disease, led us to suspect extramammary Paget’s dis-
ease as the primary lesion [18]. Therefore, it is essential to add
immunostaining of the lymph node biopsy specimens, espe-
cially when a primary lesion for lymph node metastasis is not
readily found with standard screening examinations.

Conclusions

Patients with vulvar Paget’s disease can present with ingui-
nal or intraperitoneal lymphadenopathies without reports of
vulvar symptoms. For such patients, it is crucial to obtain a
meticulous history and perform appropriate physical exami-
nations, suspecting the presence of vulvar or perineal diseas-
es. In addition, immunostaining of lymph node biopsy speci-
mens could help make a correct diagnosis.
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