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Abstract
Primary vulvar adenocarcinoma is a very rare neoplasm, accounting for only 1% of all gynecologic malignancies. Most of the glandular 
carcinomas originated from the Bartholin’s gland. Because of the rare incidence, the pathogenesis and radiotherapy response are not 
fully understood. A 47-year-old female from our hospital was diagnosed with primary Bartholin adenocarcinoma and received radio-
therapy as definitive treatment. We evaluated the presence of high-risk and low-risk human papillomavirus (HPV) DNA to associate the 
role of HPV infection, and evaluated its molecular features by the expression of vimentin, p16, estrogen receptor, progesterone receptor, 
S-100, and Ki 67.
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INTRODUCTION 

Malignant epithelial vulvar neoplasms are relatively 
uncommon, accounting for about 2%–5% of all gynecologic 
malignancies1 and the adenocarcinoma subtype is even more 
uncommon, accounting for only 1%.2 Most of the glandular 
carcinomas arise from Bartholin’s glands or from other ano-
genital glands such as skin adnexal structures, mammary- 
like glands, the Skene’s glands, and Paget disease.2,3 Human 
papillomavirus (HPV) may have a crucial role in the gene-
sis of Bartholin gland carcinomas (BGC), although the ex-
act pathogenesis remains speculative. Different histologic  
subtypes may have different HPV type infection.4,5

The management strategy of vulvar adenocarcinoma 
is similar to that of squamous cell carcinoma (SCC) and  
depends principally on the histological subtype and sur-
gical staging.1 Radiotherapy or simultaneous chemoradi-
ation has been used as an option for definitive treatment 

in patients unfit for surgery or as a preoperative treatment 
prior to surgery in advanced cases to avoid pelvic exenter-
ation procedures. Among women who received primary  
radiotherapy as definitive treatment, only 17.8% of the cases  
finally underwent surgical resection.6 

We report a primary papillary Bartholin adenocarcinoma 
in a 47-year-old female in whom we evaluated the molecular 
phenotype by immunohistochemistry, examined the pres-
ence of HPV DNA sequences to link a possible role of HPV 
infection, and discuss the treatment of this rare tumour.

CASE REPORT

A 47-year-old female presented to Haji Adam Malik Hospital, 
Medan, Indonesia with a 1-year history of a protruding mass 
from her vagina. The mass began as a small painless nodule 
and started to secrete a mucoid secretion without any history 
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of leukorrhea or post-coital bleeding. The genital examination 
demonstrated a 4×4-cm, exophytic, nodular polypoid mass, 
covering the lower third distal vaginal wall, and the base orig-
inated from the right posterolateral of the vagina (Fig. 1A).

No gynecological abnormalities were found on abdomi-
nal ultrasonography. A pelvic magnetic resonance imaging 
revealed a 3×5×10.5-cm, solid, and cystic-irregular mass 
arising from the vagina without any invasion to the cervix 
and the uterus (Fig. 2). An incisional biopsy was performed. 
Histopathological review of the biopsy tissue demonstrating a 
very well differentiated papillary adenocarcinoma morpho-
logically reminiscent of papillary Bartholin carcinoma (Figs 
3A, 3B). Normal Bartholin’s tissue was not found anywhere.

To exclude another carcinoma invasion to the vulva, 
immunostaining was used and revealed negative stains for 
vimentin, p16, estrogen receptor (ER), and progesterone  
receptor (PR), hence confirming the vulva as the origin of the 
mass (Fig. 3D). S100 was also used to demonstrate the myo-
epithelial component but also showed a negative stain. The 
tumour was a low proliferative carcinoma demonstrated by 
only 10% positivity of Ki67 (Fig. 3C). HPV DNA genotyping 
test used to detect high-risk (16, 18, 31, 33, 35, 39, 45, 51, 52, 
53, 56, 58, 59, 66, and 68) and low-risk HPV DNA (6, 11, 
42, 43, 44, and 81); however, HPV DNA sequences were not 
detected. Colonoscopy followed by a rectal biopsy did not find 
any other local carcinoma.

The clinical presentation, physical findings, and patho-
logical examination were consistent with primary papillary 
Bartholin adenocarcinoma with a stage T2N0M0 according 
to FIGO classification. We decided that the best management 

Figure 1. Photograph of the mass, before (A) and after radiotherapy (B). A. A large, exophytic, granulose mass protruding from the 
vagina, covering half of the distal vaginal wall. The mass dimensions were 4×4 cm; B. Significant clinical improvement of the papillary 
Bartholin adenocarcinoma after the 20th fraction (1.8 Gy) tumour directed external beam radiation therapy.

would be a tumour-directed external beam radiation therapy 
(EBRT) with a total dose of 50.4 Gy divided into 28 fractions 
(1.8 Gy fractions) followed by brachytherapy 30 Gy (5 Gy 
fractions) as a boost. The tumour was responsive to radiation 
and showed a significant clinical improvement after the 24th 
fraction (Fig. 1, right). The patient currently has been free 
from the disease for 10 months post-radiotherapy and has 
only minor complications such as pain and secondary infec-
tion in the perineal area.

DISCUSSION 

Malignant lesions of the vulva are relatively infrequent, ac-
counting for about 4% of all gynecologic cancers and SCC, 
and their precursor lesions comprise 95% of them.2,3 BGC 
is a primary carcinoma of diverse cell types located at the 
site of the Bartholin’s gland and commonly affecting post-
menopausal women7 but may also occur in the reproductive 
age groups.8 BGC is characteristically solid growth, deeply 
located, often deeply infiltrative, and difficult to detect in 
their beginning.9 Common presenting features include 
vulvar pruritus or pain, non-menstrual vaginal bleeding, 
and discharge8, or a slow-growing lump or ulcer or it may 
be asymptomatic.1 In our case, the patient is a 47-year-old 
woman with a 12-month history of an exophytic vaginal 
mass. She ignored the lump until it covered her distal vag-
inal wall. Financial limitations and lack of access to health 
care resulted in a delay of care.

HPV DNA has been detected in the BGC of squamous 
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Figure 2. The pelvic MRI image. The pelvic MRI images with 
contrast revealed a 3×5×10.5 cm, solid, and cystic-irregular mass 
arising from the vagina without any invasion to the cervix and 
the uterus.

and transitional type.9 Previous case series and case report 
suggested that HPV may have a critical role in the devel-
opment of BGC. Felix et al. identified HPV DNA, type 16 
in particular, in six out of seven SCC, but not in an ade-
nocarcinoma case.4 Ohno et al. also reported HPV DNA 
16 and 18 were undetected in mucinous Bartholin’s ade-
nocarcinoma. HPV infection involvement was also ruled 
out in our case as the high-risk and low-risk HPV DNAs 

were not detected. Yet, it is well known that the sensitivity 
of PCR methods for HPV DNA detection is lower for for-
malin-fixed tissues than for fresh tissues.5 

The histopathologic diagnostic criteria for the BGC de-
scribed by Chamlian and Taylor’s criteria are as follows: 1) 
transition between the Bartholin’s gland and tumour; or 2) 
the tumour located in the area of Bartholin’s gland, is histo-
logically compatible with Bartholin origin, and the tumour 
must not be metastatic to a Bartholin’s gland.8 BGC has sev-
eral histopathologic subtypes including adenocarcinomas 
(40%), squamous cell carcinomas (40%), adeno squamous 
carcinomas (approximately 5%), adenoid cystic carcinomas 
(15%), and transitional carcinoma (5%).7,9 A variety of his-
tologic types of adenocarcinoma have been described such 
as mucinous, papillary, and mucoepidermoid carcinoma.7 

The rarity of BGC is related to limited experience as well 
as limited information on its molecular characteristic. Felix 
et al. reported that the Bartholin’s gland adenocarcinoma 
showed detectable levels of hormone receptor expression 
(ER and PR) but not in the squamous carcinoma type.4 
The SCC expressed p63, high molecular weight cytokera-
tin, and CK7 meanwhile adenoid cystic carcinoma variant 
showed reactivity to CEA, CD117, PASD, and the myoepi-
thelial component expressed S100, SMA, and P63.10 

We followed Chamlian and Taylor’s criteria to verify the 
tumour as BGC. However, the transition zone between the 
normal gland and tumour was unrecognizable and the size 
of the tumour may already obliterate the residual normal 
gland. To differentiate the origin of the tumour and to eval-
uate its molecular phenotype, we used immunochemical 
analysis with vimentin, p16, ER/PR, and S100. All antibod-
ies expressed negative stain. Vimentin, ER/PR, and p16 are 
widely used to discriminate endometrioid carcinoma and 
endocervical carcinoma. p16 also known as analogous to 
p53 and stain robustly serous carcinoma of the gynecolog-
ic tract.11 HPV infection predisposing in this carcinoma is 
also ruled out as the HPV DNA genotyping test did not 
detect any high-risk and low-risk HPV DNA.

The management approach of vulvar adenocarcinoma is 
similar to SCC and depends primarily on histological sub-
type and surgical staging.1 The management approaches 
may be surgery, radiotherapy, chemotherapy, or chemora-
diation alone or in combination depending on the tumour 
stage.7 In a large vulvar adenocarcinoma series, the Inter-
national Federation of Gynecology and Obstetrics (FIGO) 
stages distribution were 25%, 42%, 28%, and 5% for stages 
I, II, III, and IV, respectively.8 

Radiotherapy is usually used as adjuvant therapy after 
initial surgery as part of a primary therapy in large and 
locally advanced vulvar carcinoma or for secondary treat-
ment/palliation in recurrent/metastatic disease. To maxi-
mize tumour control and restrain adjoining tissue damage, 
the choice of radiation technique and doses are paramount. 
Doses currently used range from 45-50.4 Gy in 25-28 frac-
tions (1.8 Gy fractions) for adjuvant therapy to 59.4-64.8 
Gy in 33-36 total fractions (1.8 Gy fraction) for unresect-
able disease.12 Among women who received primary radio-
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Figure 3. Histopathological review of the biopsy tissue. A. An invasive papillary tumour showing a very well differentiated papillary 
adenocarcinoma. (Haematoxylin and Eosin, ×200); B. The fibrovascular papillae are lined by stratified palisading columnar epithelial 
cells with moderate nuclear atypicality, and large nucleoli. Nuclear overlap, and crowding with nuclear membrane irregularity. Mitotic 
activity are 5 in 10 high power field, and atypical mitotic figures are also found. (Haematoxylin and Eosin, ×400); C. Low power field 
of Ki67 immunostaining on the tumour cells, and showed a low-proliferative carcinoma (only 10% positive stain on the tumour cells). 
(Ki67 immunostain, ×200); D. Immunohistochemical staining of the tumour with vimentin showed a negative staining. (Immunostain 
Vimentin, ×200).

therapy as definitive treatment, only 17.8% of cases finally 
underwent surgical resection.6 

In our case, the tumour was treated with EBRT (total 
dose of 50.4 Gy) followed by brachytherapy (total dose of 
30 Gy), and the response was excellent. The patient current-
ly remains disease-free for 10 months post-radiotherapy.

The 5-year survival rate of this malignancy in one se-
ries was 67% with 54.5% of patients suffering recurrence 
during a mean follow-up time of 73.5 months.7 In another 
two series, the 5-year survival rate was approximately 85% 
in all histologic subtypes after the patient had complete sur-
gical resection followed by inguinal lymphadenectomy, and 
in some cases, radiotherapy. Different histologic subtypes 
may have different outcomes.8

CONCLUSIONS 

Bartholin’s gland adenocarcinoma is a very rare carcino-

ma and only a few cases have been reported. We reported 
a case of primary Bartholin’s gland adenocarcinoma in a 
47-year-old female with an excellent response to radiother-
apy. Immunohistochemical studies showed a negative stain 
for vimentin, p16, S100, ER, and PR. There was no link to 
HPV infection in the genesis of this tumour.
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Резюме
Первичная аденокарцинома вульвы – очень редкое новообразование, составляющее лишь 1% всех гинекологических 
злокачественных новообразований. Большинство железистых карцином возникает из бартолиновой железы. Из-за редкой 
частоты патогенез и ответ на лучевую терапию до конца не изучены. У 47-летней женщины из нашей больницы была 
диагностирована первичная бартолиновая аденокарцинома, и в качестве окончательного лечения ей была проведена лучевая 
терапия. Мы оценили наличие ДНК высокого и низкого риска для вируса папилломы человека (ВПЧ), чтобы связать роль 
инфекции ВПЧ, и оценили его молекулярные свойства, экспрессируя виментин, p16, рецептор эстрогена, S-100 и Ki 67.
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