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Paget Disease of The Vulva: Report 5 Cases and Literature Review
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Vulvar Paget’s disease is rare among patients with vulvar cancer. Commonly, this

disease is presented in the vulva and seen in postmenopausal women. In this study,
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we reported five cases of vulvar Paget’s disease referred to Bahman Hospital, Tehran,
Iran, from 2013 to 2019.

The median age of patients diagnosed with Paget’s vulvar disease was 56.2 years

(ranges from 52 to 62 years); the oncology history of patients was negative. All
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Vulvectomy

Paget’s disease,

patients underwent surgery, including wide local excision, hemivulvectomy, and
bilateral vulvectomy. Invasive disease was observed in three patients. Surgical
margins in three patients were involved by Paget’s disease, and one recurrence (25%)
was observed. Paget’s disease should be diagnosed and treated by surgery as soon as
possible to avoid worsening the prognosis of patients and recurrence.
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Introduction

Extramammary Paget’s disease (EMPD) is a rare
intraepithelial malignancy affecting apocrine glands,
most commonly in the vulva and perianal regions (1),
which is more prevalent in postmenopausal women (2).
Vulvar Paget’s disease typically presents as a pink
eczematous lesion with pruritus accompanied by white
islands of hyperkeratosis (3).

Pathologically, it resembles the nipple and areola of
the mammary Paget’s disease. Vulvar Paget’s disease
is diagnosed more often in postmenopausal women (4,
5). Patients with vulvar Paget’s disease are at risk for a
second synchronous neoplasm: cervical, breast, vulvar,
or colorectal adenocarcinoma, carcinoma of the
transitional epithelium from the renal pelvis to urethra
(6). In these patients, routine screenings, such as
colonoscopy, Pap smear test, mammogram, and
cystoscopy, are recommended (7). Vulvar Paget’s
disease is often limited to the epidermis and mucosa
without invasion (8).

Invasive vulvar Paget’s disease accounts for <1% of
all vulvar malignancies (9). To date, the best
management of vulvar Paget’s disease has remained
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unclear. Surgical wide local excision with lateral
margins extending from 2 to 3 cm beyond the clinically
affected area is usually the primary therapy (8). In
addition, the lesions often extend past clinically
apparent borders resulting in positive margins, and the
anatomy of the vulva limits surgical excision (4). In
addition, the disease is often multifocal chronic with
irregular histological margins that often extend beyond
the visible margins of the lesions (10). The recurrence
rates after wide local excision was reported 33%-60%

(11).

In this study, we reported our experience of treating
five patients with vulvar Paget’s disease in Tehran,
Iran

Case Report
Case 1

A 60-year-old postmenopausal woman, gravida 3,
para 3, with a history of hypertension (HTN), vulvar
itching, and irritation in the past two years (received
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various medical treatments without any success) was
referred to our institution because of her growing
lesion. Physical examination revealed a large red and
white eczematoid lesion in the vulva bilaterally (Figure
1). No abnormal cells were found in the cervix during
the colposcopy. Preoperative punch biopsy confirmed
Paget’s disease. Abdominopelvic magnetic resonance
imaging (MRI) before surgery were normal. Pap smear
results and human papillomavirus (HPV) testing were
normal.

Bilateral vulvectomy was done. The pathology report
revealed bilateral vulvar Paget’s disecase without
stromal invasion (Figure 2). Surgical margins were
free. During her six month’s post-operative follow-up,
she had no evidence of any recurrences till today.

Figure 1. Large red and white eczematoid lesion in the
vulva bilaterally

Figure 2. Single clusters of large cells with pale, vacuolated cytoplasm (Paget’s cells) in the basal and above basal layer of
the epidermis with cleft-like spaces between Paget’s cells and neighboring keratinocytes

Case 2

A 50-year-old postmenopausal woman, gravida 3,
para 3, developed vulvar irritation and pruritus one
month before referring to our institution. She was
referred to our center after appearing bilateral vulvar
eczematoid lesions. Paget’s disease was confirmed by
biopsy. The Pap smear test, HPV testing, cervico-
vaginal colposcopy, and abdominal-pelvic imaging
before surgery were normal. Bilateral vulvectomy was
done. Histologic evaluation revealed bilateral vulvar
Paget’s disease involving hair follicles. Surgical
margins were involved by Paget’s disease.

Case 3

A 52-year-old, gravida 3, para 3, postmenopausal
woman was referred to our institution with vulvar itching
and whitening in the past one year, received some medical
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treatments (creams and ointments) without any response.
Paget’s disease was confirmed by biopsy. The Pap smear
test, HPV testing, cervico-vaginal colposcopy, and
abdominal-pelvic MRI before surgery were normal.
Bilateral vulvectomy was done. Histologic evaluation
revealed invasive vulvar Paget’s disease in the
background of massive in situ Paget’s disease. Few foci
of invasion in the superficial dermis were seen. The depth
of dermal invasion was less than 1 mm. Paget’s disease
involved hair follicles (Figure 3). Surgical margins were
involved by  Paget’s disease. @ Based on
immunohistochemistry (IHC), human epidermal growth
factor receptor 2 (HER-2), cytokeratin 7 (CK 7), and
carcinoembryonic antigen (CEA) were positive. Melan A,
human melanoma black 45 (HMB 45), transformation-
related protein 63 (P63), fluido quistico mamario 15
(GCPDF-15), and S100 were negative.
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Figure 4. Eczematoid lesion in the vulva bilaterally

Case 4

A 57-year-old, gravida 2, para 2, postmenopausal woman
was referred to our center with a history of rheumatoid
arthritis (treating with oral prednisolone) and a history of
hysterectomy + left salpingo-oophorectomy (24 years ago)
because of persistent vaginal bleeding. She reported vulvar
itching and whitening and irritation from one month before
(Figure 4). Paget’s disease was confirmed by biopsy. Pap
smear test, HPV testing, cervico-vaginal colposcopy, and
abdominal-pelvic MRI before surgery were normal. Wide
local excision was done. Histologic evaluation revealed
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invasive vulvar Paget’s disease involving hair follicles
(Figure 5). Surgical margins were involved by Paget’s
disease. Based on IHC, epithelial membrane antigen (EMA)
and Ki67 were positive, and HMB 45 and Melan A were
negative.

She reported vulvar itching and a red ulcer (1 cm) one year
after her surgery. Topical corticosteroid was described. Her
lesion was improved after topical corticosteroid description.

Case 5

A 62-year-old postmenopausal woman, gravida 5, para 5,
with a history of HTN, reported vulvar itching for the past
one month. She had a red and white lesion in her left vulva
based on our examination. Pap smear test, HPV testing, and
cervico-vaginal colposcopy were normal. Paget’s disease
(involving hair follicles) was confirmed by excisional biopsy.
Abdominal-pelvic imaging was normal. Left
hemivulvectomy was done. Histologic evaluation revealed
Paget’s disease involving hair follicles (Figure 6). HMB45
and Melan-A were negative. Cytokeratin (CK) and CEA
were positive. Lateral and deep surgical margins were free.
Her surgery was performed seven years ago; she has been
continuously under our follow-up so far, and she had no
recurrence or problem in her follow-up period.

Journal of Obstetrics, Gynecology and Cancer Research



Nadereh Behtash et al, 45

Figure S. Extensive Paget’s disease of the vulva
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Figure 6. Paget’s cells involved hair follicle

Discussion

In this study, five cases with Paget’s disease were
reported. The mean age of patients was 56.2 years, and
all women were postmenopausal. Previous studies
have reported that vulvar Paget’s disease most
commonly presents in postmenopausal women in their
50s (12, 13). In line with previous studies, the most
common clinical symptoms in our cases were itching,
whitening, irritation, and pruritus. In general, most
patients receive various medical treatments (with
creams and ointments) without any success. In
previous studies, it has been reported that patients may
also be asymptomatic or refer with chronic itching,
bleeding, pain, soreness, and pruritus (13), as well as
the presence of eczematous plate after various
ineffective attempts of moisturizing and topical steroid
creams with no favorable response (14).

In the current study, the interval between diagnosis
and onset of symptoms was at least 7.8 months. In
previously published studies, the diagnosis of the
disease has been made almost 20 months after the onset
of the disease that late diagnosis resulted in that the late
diagnosis of the disease has resulted in larger lesions
and higher recurrence rates. One of the causes of
delayed diagnosis has been reported that common
manifestations of Paget’s disease with some benign
diseases such as candidiasis, tinea cruris, contact
dermatitis, psoriasis, lichen simplex and seborrheic
dermatitis (1, 15).

All patients had normal Pap smear test, HPV testing,
cervico-vaginal colposcopy, and abdominal-pelvic
imaging before surgery. Some expressions of CK, CK
7, CEA, HER-2, EMA, and Ki 67 14 were observed in
three patients examined in this study, while no
expressions of HMB 45, Melan A, P63, GCPDEF-15,
and S100 were reported in patients. The differential
diagnosis of primary and secondary Paget’s disease
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will be possible by IHC. Furthermore, to the many
other disease entities that clinically resemble this
malignancy, Paget’s cells of vulvar origin express CK7
and carcinoembryonic antigen; however, those
secondary to urothelial cancer are positive for CK20,
p63, uroplakin III, and GATA-3, and those secondary
to anorectal adenocarcinoma are positive for CK20,
CDX2, and MUC?2 but negative for CK7 (16).

In this study, patients with vulvar Paget’s disease
underwent surgery (bilateral vulvectomy,
hemivulvectomy, and wide local excision). None of
them postoperatively received adjuvant treatment with
radiotherapy. The management of vulvar Paget’s
disease is often challenging (17). In Mujukian ef al.’s
study, surgery as vulvectomy and/or wide local
excision with wide margins up to 1.5-2 cm) away from
the visible lesion first line treatment (12). In a study by
Loiacono et al., all patients underwent surgery,
including extended vulvectomy (42%), simple
vulvectomy (33%), and wide local excision (25%). In
the present study, surgical margins in 60% (3 of 5
cases) of the patients were involved by Paget’s disease.
In previously published studies, up to 70% of lesions
had positive resection margins (18, 19).

In our study one patient two patients had IP and this
finding is similar to that reported in other large series
(19, 20). IP is a rare entity among patients with vulvar
cancer, accounting for <1% of all vulvar malignancies
(21). In the present study, patients were followed for at
least seven years, and recurrence rate after surgery was
25% (1 of 5 cases). The median follow-up time in
Loiacono ef al.’s study was 39 months, ranging from 1
to 240 months (19), and recurrence rate was 32% after
surgical excision (18).

In this study, five postmenopausal women with
Paget’s disease were reported. All patients had medical
treatment before surgery without any benefit. The
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mean time from onset of symptoms to diagnosis was
shorter in this study compared with the previously
published study. Perhaps one of the reasons for the low
recurrence in this study was the early detection of
Paget’s disease. Our study showed that the primary
treatment for vulvar Paget’s disease remains surgery.

Acknowledgments

The authors thank all those who helped them writing
this article.

Conflict of Interest

Authors declared no conflict of interests.

References

1. Hillmann BR, Pereira AA, Sommacal LF.
Extramammary Paget disease of the vulva-case
report. Revista Brasileira de Ginecologia e
Obstetricia. 2016;38(10):524-8. [DOI1:10.1055/s-
0036-1593884] [PMID]

2. Jeon MS, Jung GY, Lee JH, Kang KW, No KW.
Extramammary Paget disease of the vulva:
minimal excision with adjuvant radiation
treatment for optimal aesthetic results. Tumori
Journal. 2016;102(2_suppl):S84-S6.
[DOI:10.5301/t.5000394] [PMID]

3. Mujukian A, Innamaa A, Lippiatt J, Melson L.
Extensive extramammary Paget's disease of the
vulva involving the bladder postradical split skin
graft reconstruction. BMJ Case Reports.
2019;12(3):e228478.  [DOI:10.1136/ber-2018-
228478] [PMID]

4. Onaiwu CO, Salcedo MP, Pessini SA, Munsell
MF, Euscher EE, Reed KE, et al. Paget's disease
of'the vulva: A review of 89 cases. Gynecol Oncol

Rep. 2017;19:46-9.
[DOI:10.1016/j.gore.2016.12.010] [PMID]
[PMCID]

5. Lopes Filho LL, Lopes IM, Lopes LR, Enokihara
MM, Michalany AO, Matsunaga N. Mammary
and extramammary Paget's disease. An Bras

Dermatol. 2015;90(2):225-31.
[DOI:10.1590/abd1806-4841.20153189] [PMID]
[PMCID]

6. Onaiwu CO, Ramirez PT, Kamat A, Pagliaro LC,
Euscher EE, Schmeler KM. Invasive
extramammary Paget's disease of the bladder
diagnosed 18 years after noninvasive
extramammary Paget's disease of the wvulva.
Gynecol Oncol Case Rep. 2014;8:27-9.
[DOI:10.1016/j.gynor.2014.03.004] [PMID]
[PMCID]

Volume 6, Winter 2021

10.

11.

12.

13.

14.

15.

16.

17.

Tebes S, Cardosi R, Hoffman M. Paget's disease
of the wvulva. Am J Obstet Gynecol.
2002;187(2):281-3; discussion 34,
[DOI:10.1067/mob.2002.125700] [PMID]

Edey KA, Allan E, Murdoch JB, Cooper S,
Bryant A. Interventions for the treatment of
Paget's disease of the vulva. Cochrane Database
Syst Rev. 2013(10):CD009245.
[DOI:10.1002/14651858.CD009245.pub2]
[PMID]

Inayama Y, Abiko K, Miyamoto T, Horie A,
Yamaguchi K, Baba T, et al. Invasive Paget's
disease of the vulva treated with a combination of
surgery and concurrent chemoradiotherapy: A
case report. Mol Clin Oncol. 2018;9(5):489-.
[DOI:10.3892/mc0.2018.1719] [PMID]
[PMCID]

Delport ES. Extramammary Paget's disease of the
vulva: an annotated review of the current
literature. Australasian Journal of Dermatology.
2013;54(1):9-21. [DOI:10.1111/1.1440-
0960.2012.00898.x] [PMID]

Hatta N. New technology discloses the tumour
margin of extramammary Paget disease? British
Journal of Dermatology. 2017;177(1):18-9.
[DOIL:10.1111/bjd.15612] [PMID]

Mujukian A, Innamaa A, Lippiatt J, Melson L.
Extensive extramammary Paget's disease of the
vulva involving the bladder postradical split skin
graft reconstruction. BMJ case reports.
2019;12(3).  [DOI:10.1136/ber-2018-228478]
[PMID]

Mendivil AA, Abaid L, Epstein HD, Rettenmaier
MA, Brown JV, Micha JP, et al. Paget's disease
of the vulva: a clinicopathologic institutional
review. International journal of clinical oncology.
2012;17(6):569-74. [DOI:10.1007/s10147-011-
0325-0] [PMID]

Shaco-Levy R, Bean SM, Vollmer RT, Jewell E,
Jones EL, Valdes CL, et al. Paget disease of the
vulva: a study of 56 cases. European Journal of
Obstetrics & Gynecology and Reproductive
Biology. 2010;149(1):86-91.
[DOI:10.1016/j.¢jogrb.2009.11.003] [PMID]

Sardesai VR, Agarwal TD, Sakhalkar SP. Extra
mammary Paget's disease: A rare case report.
Indian journal of dermatology. 2015;60(1):105.
[DOI:10.4103/0019-5154.147870] [PMID]
[PMCID]

Carcangiu M, Kurman RJ, Carcangiu ML,
Herrington CS. WHO classification of tumours of
female reproductive organs: International Agency
for Research on Cancer; 2014.

Feldmeyer L, Kerl K, Kamarashev J, de Viragh P,
French LE. Treatment of vulvar Paget disease
with topical imiquimod: a case report and review

Journal of Obstetrics, Gynecology and Cancer Research


https://doi.org/10.1055/s-0036-1593884
https://doi.org/10.1055/s-0036-1593884
https://www.ncbi.nlm.nih.gov/pubmed/27832673
https://doi.org/10.5301/tj.5000394
https://www.ncbi.nlm.nih.gov/pubmed/26350189
https://doi.org/10.1136/bcr-2018-228478
https://doi.org/10.1136/bcr-2018-228478
https://www.ncbi.nlm.nih.gov/pubmed/30852517
https://doi.org/10.1016/j.gore.2016.12.010
https://www.ncbi.nlm.nih.gov/pubmed/28124023
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC5220256
https://doi.org/10.1590/abd1806-4841.20153189
https://www.ncbi.nlm.nih.gov/pubmed/25830993
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4371672
https://doi.org/10.1016/j.gynor.2014.03.004
https://www.ncbi.nlm.nih.gov/pubmed/24809008
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4009448
https://doi.org/10.1067/mob.2002.125700
https://www.ncbi.nlm.nih.gov/pubmed/12193912
https://doi.org/10.1002/14651858.CD009245.pub2
https://www.ncbi.nlm.nih.gov/pubmed/24163070
https://doi.org/10.3892/mco.2018.1719
https://www.ncbi.nlm.nih.gov/pubmed/30402231
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC6200998
https://doi.org/10.1111/j.1440-0960.2012.00898.x
https://doi.org/10.1111/j.1440-0960.2012.00898.x
https://www.ncbi.nlm.nih.gov/pubmed/22671146
https://doi.org/10.1111/bjd.15612
https://www.ncbi.nlm.nih.gov/pubmed/28731239
https://doi.org/10.1136/bcr-2018-228478
https://www.ncbi.nlm.nih.gov/pubmed/30852517
https://doi.org/10.1007/s10147-011-0325-0
https://doi.org/10.1007/s10147-011-0325-0
https://www.ncbi.nlm.nih.gov/pubmed/21964675
https://doi.org/10.1016/j.ejogrb.2009.11.003
https://www.ncbi.nlm.nih.gov/pubmed/19969410
https://doi.org/10.4103/0019-5154.147870
https://www.ncbi.nlm.nih.gov/pubmed/25657432
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4318038

48 Paget Disease of The Vulva

of the literature. J Dermatol Case Rep.
2011;5(3):42-6. [DOI:10.3315/jdcr.2011.1073]
[PMID] [PMCID]

18. Shaco-Levy R, Bean SM, Vollmer RT, Papalas
JA, Bentley RC, Selim MA, et al. Paget disease
of the vulva: a histologic study of 56 cases
correlating pathologic features and disease
course. International journal of gynecological
pathology. 2010;29(1):69-78.
[DOI:10.1097/PGP.0b013e3181blcc5e] [PMID]

19. Loiacono RMR, Traversi P, Deliso MA, Gargano
G, Kardhashi A, Francescato R, et al. Paget
disease of the vulva an analysis of 24 cases.
Medicine  (Baltimore). 2019;98(41):e17018.

How to Cite This Article:

20.

21.

[DOI:10.1097/MD.0000000000017018] [PMID]
[PMCID]

van der Linden M, Meeuwis KA, Bulten J, Bosse
T, van Poelgeest MI, de Hullu JA. Paget disease
of the wvulva. Crit Rev Oncol Hematol.
2016;101:60-74.

[DOI:10.1016/j.critrevonc.2016.03.008] [PMID]

Parker LP, Parker JR, Bodurka-Bevers D,
Deavers M, Bevers MW, Shen-Gunther J, et al.
Paget's disease of the vulva: pathology, pattern of
involvement, and prognosis. Gynecol Oncol.
2000;77(1):183-9.
[DOI:10.1006/gyno.2000.5741] [PMID]

Behtash N, Sabet F, [zadi-mood N, Hadian M, Karimi-Zarchi M, Allahqoli L. Paget disease of the vulva: report 5
cases and literature review. J Obstet Gynecol Cancer Res. 2021; 6 (1) :42-48

Download citation:

Volume 6, Winter 2021

Journal of Obstetrics, Gynecology and Cancer Research


https://doi.org/10.3315/jdcr.2011.1073
https://www.ncbi.nlm.nih.gov/pubmed/22187578
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3184783
https://doi.org/10.1097/PGP.0b013e3181b1cc5e
https://www.ncbi.nlm.nih.gov/pubmed/19952933
https://doi.org/10.1097/MD.0000000000017018
https://www.ncbi.nlm.nih.gov/pubmed/31593076
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC6799860
https://doi.org/10.1016/j.critrevonc.2016.03.008
https://www.ncbi.nlm.nih.gov/pubmed/26971063
https://doi.org/10.1006/gyno.2000.5741
https://www.ncbi.nlm.nih.gov/pubmed/10739709
http://jogcr.com/web2export.php?a_code=A-10-86-6&sid=1&slc_lang=en&type=BibTeX
http://jogcr.com/web2export.php?a_code=A-10-86-6&sid=1&slc_lang=en&type=ris
http://jogcr.com/web2export.php?a_code=A-10-86-6&sid=1&slc_lang=en&type=EndNote
http://jogcr.com/web2export.php?a_code=A-10-86-6&sid=1&slc_lang=en&type=Medlars
http://jogcr.com/web2export.php?a_code=A-10-86-6&sid=1&slc_lang=en&type=ProCite
http://jogcr.com/web2export.php?a_code=A-10-86-6&sid=1&slc_lang=en&type=Reference_Manager
http://jogcr.com/web2export.php?a_code=A-10-86-6&sid=1&slc_lang=en&type=RefWorks

	1. Department of Gynecologic oncology, Tehran university of medical sciences cancer center, Tehran , Iran
	2. Department of Gynecologic oncology, Isfahan university of medical sciences cancer center, Isfahan , Iran
	3. Department of Pathology, Tehran University of Medical Sciences, Tehran, Iran
	4. Iran University of Medical Sciences (IUMS), Tehran, Iran
	Introduction
	In this study, we reported our experience of treating five patients with vulvar Paget’s disease in Tehran, Iran
	Case Report
	Case 1
	Case 2
	Case 4
	Case 5

	Discussion
	Acknowledgments
	Conflict of Interest
	References


