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Villoglandular Papillary Adenocarcinoma With Cervical 
Intraepithelial Neoplasia 3 of the Cervix in a Woman  

With a Misdiagnosis of a Cervical Polyp

Remi Hasegawa-Nakajimaa, b, Hisami Kisekia, Shun-ichi Ikedaa, b, c

Abstract

We report a case in which a polypoid lesion with a diameter of 5 mm 
was diagnosed as a cervical polyp due to a negative Papanicolaou 
(Pap) smear in the cervix, and polypectomy revealed a diagnosis of 
villoglandular papillary adenocarcinoma (VGA) on histopathologi-
cal examination. A 63-year-old woman with a cervical polyp, who 
had no abnormal symptoms and a negative Pap smear was referred to 
our hospital. We performed cervical polypectomy, and the pathologi-
cal result was VGA with cervical intraepithelial neoplasia (CIN) 3. 
Even if an asymptomatic cervical polyp with a negative Pap smear 
is diagnosed, in some patients VGA of the uterine cervix may coex-
ist with CIN. Therefore, asymptomatic cervical polyps with negative 
Pap smears should not be followed up without removal.
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Introduction

Villoglandular papillary adenocarcinoma (VGA) is a rare ma-
lignant tumor of well-differentiated cervical adenocarcinoma 
showing abnormal vaginal bleeding or an abnormal Papani-
colaou (Pap) smear [1]. It macroscopically shows papillary or 
polypoid lesions. We encountered a case diagnosed as a cervi-
cal polyp because of a negative Pap smear without abnormal 
vaginal bleeding.

Cervical polypectomy and histopathological examination 
revealed that VGA coexisted with cervical intraepithelial neo-
plasia (CIN) 3. In our patient, histopathological examination of 

a clinically diagnosed cervical polyp revealed VGA with CIN3

Case Report

A 63-year-old woman, who had no abnormal signs or symp-
toms such as genital bleeding, underwent a cervical cancer 
screening examination at her family clinic. She had no history 
of using oral contraceptives. A pelvic examination revealed a 
cervical polyp with a diameter of 5 mm, which had a negative 
Pap smear. She was referred to our hospital for follow-up of a 
cervical polyp. In our hospital, cervical polypectomy was per-
formed after the Pap smear.

The results of the Pap smear were also negative, but the 
pathological result of the polypectomy was VGA with CIN3 
(Fig. 1a). VGA’s papillae were thin and short (Fig. 1b), and the 
CIN3 lesion existed with adenocarcinoma (Fig. 2a). The CIN3 
lesion showed that neoplastic cells replaced the upper third of 
the squamous epithelium (Fig. 2b).

Next, we performed a cone biopsy. No papillary lesions 
of VGA were observed in the resected cervix on cone biopsy, 
and adenocarcinoma in situ (AIS) that appeared to correspond 
to the basal part of VGA was observed (Fig. 3). She worried 
about the recurrence of cervical adenocarcinoma and requested 
a hysterectomy. We performed a total abdominal hysterectomy 
with bilateral salpingo-oophorectomy and confirmed that there 
were no residual tumors in the uterus.

Discussion

VGA occurs most often in women younger than 40 years 
of age. Since it has macroscopic lesions, it shows abnormal 
genital bleeding and abnormal cytology [1]. A cone biopsy is 
required to diagnose VGA. Since VGA has an infiltrating shal-
low lesion, it is possible to preserve fertility by performing a 
cone biopsy [2, 3]. Moreover, VGA has been pointed out to be 
related to a history of taking oral contraceptives [2].

We describe our experience with a 63-year-old woman 
who had VGA without a history of using oral contraceptives. 
Our case showed the following three characteristics. First, 
VGA may show negative cytology. Second, VGA may coexist 
with CIN. Third, asymptomatic VGA may show the same mac-
roscopic findings as an asymptomatic cervical polyp.
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Our patient with VGA was clinically considered a cervical 
polyp with a negative Pap smear. Many cervical polyps are 
asymptomatic and are usually found by chance on pelvic ex-
amination. Galon et al analyzed 362 women with macroscopi-
cally diagnosed cervical polyps in the 1900s, and divided them 
into symptomatic and asymptomatic groups [4]. No malignant 
tumors were detected in the asymptomatic group. MacKenzie 
et al also reviewed the pathological reports of 1,366 specimens 

resected as cervical polyps [5]. Four hundred five cases (33%) 
with genital bleeding or abnormal cytology were considered 
the symptomatic group, and 919 cases (67%) were designated 
as the asymptomatic group. The two groups were analyzed to-
gether with the cost of the test. No malignant tumor was found 
in any of the asymptomatic group.

These results show that there is no reason to aggressively 
remove asymptomatic polyps, and if not removed, asympto-
matic cervical polyps would result in significant medical cost 
savings. Nelson et al concluded in their paper that regular re-
moval of cervical polyps in asymptomatic women with normal 
cervical cytology had little impact on management and might 
be detrimental [6].

However, the accuracy rate of adenocarcinoma is known 
to be significantly lower than that of squamous cell carcino-
ma. Srisomboon et al examined the preoperative cytological 
characteristics of 75 patients with AIS diagnosed by coniza-
tion. They showed that glandular abnormalities were found in 
only 37.3% of the patients [7]. Krane et al also showed that 
the sensitivity of cytology for glandular diseases was 45% [8]. 
Furthermore, squamous cell abnormalities can be detected 
with a high frequency by cytology. Krane et al reported that 
adenocarcinoma cells potentially mistaken for intimal cells 
in the lower uterus or cervical cells with tubo-endometrioid 
metaplasia were reasons for the lower detection rate of glandu-
lar cell abnormalities as compared with squamous epithelium 
abnormalities. Another reason is that squamous epithelial cells 
have lesions on the epithelial surface, whereas glandular epi-
thelial cells may have lesions in crypts [9]. Therefore, atypical 

Figure 3. Residual AIS lesion. Residual AIS lesion (indicated by white 
arrows) that appeared to correspond to the basal part of VGA was ob-
served after cone biopsy (hematoxylin and eosin (H&E) stain, × 4). AIS: 
adenocarcinoma in situ; VGA: villoglandular papillary adenocarcinoma.

Figure 1. VGA obtained by polypectomy. (a) Whole mounted view of cervical exophytic tumor (hematoxylin and eosin (H&E) 
stain, × 1). (b) The papillae are short, covered by atypical endocervical epithelia, in a villoglandular lesion (H&E stain, × 4). VGA: 
villoglandular papillary adenocarcinoma.

Figure 2. CIN3, coexisted with adenocarcinoma. (a) CIN3 lesion (indicated by white arrows) existed with adenocarcinoma (he-
matoxylin and eosin (H&E) stain, × 4). (b) CIN3 lesion shows severe atypia reaching the upper third of the squamous epithelium 
(H&E stain, × 20). CIN: cervical intraepithelial neoplasia.
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glandular cells in Pap smears may be diagnosed as adenocar-
cinoma. Moreover, it is said that VGA is a well-differentiated 
cancer, which may lead to minimal atypia on cytodiagnosis 
and not lead to the diagnosis of VGA [10].

In our patient, Pap smear was performed twice by her fam-
ily clinic and our hospital, and the cytological results were all 
diagnosed as negative intraepithelial lesions for malignancy 
(NILM). It was speculated that the reason why CIN was not 
detected by Pap smear was that CIN existed between the vil-
loglandular lesions. When a lesion considered to be a cervical 
polyp is found macroscopically, cervical polypectomy should be 
performed even if there is no abnormality in the Pap smear. It is 
necessary to rule out malignancy by pathological examination.

Multiple biopsies of polypoid lesions are required because 
VGA can coexist with CIN. Our patient had CIN3 in VGA. 
Depending on the biopsy site, the preoperative diagnosis may 
be mistaken if there is a concomitant lesion. Korach reported 
nine patients in whom VGA was confirmed in final pathology 
findings [11]. Only two of these nine patients had a correct 
preoperative diagnosis. The preoperative diagnosis in three of 
the nine patients was cervical polyps, cervical dysplasia, and 
CIN3, but not VGA. The preoperative diagnosis in the remain-
ing four patients was cervical adenocarcinoma in three patients 
and endometrial cancer in one patient. Zhou et al reported 
three cases of VGA, and one case had a preoperative diagnosis 
of CIN1 [12]. Among the cases reported by Korach and Zhou 
et al, there were cases in which CIN was initially diagnosed. 
This was considered a misdiagnosis because CIN was present 
in VGA, and only CIN was biopsied. If cancer is diagnosed as 
benign such as CIN, the start of treatment is delayed. Multiple 
biopsies are needed for large lesions that cannot undergo pol-
ypectomy to prevent a delay in diagnosis.

Asymptomatic VGA may show macroscopic findings simi-
lar to asymptomatic cervical polyps. In our patient, the lesion 
size was as small as 5 mm, and the microscopic structure of the 
villoglandular lesion was short and not long. These two findings 
may not have led to the vaginal bleeding symptoms. As in this 
case, VGA of a polypoid lesion clinically diagnosed as a cervi-
cal polyp may be asymptomatic despite being malignant. When 
an asymptomatic cervical polyp is encountered, examination 
should proceed, bearing the possibility of malignancy in mind.

In summary, we described our experience with VGA, 
which was clinically considered a cervical polyp with a neg-
ative Pap smear. Even if a cervical polyp-like lesion has no 
clinical symptoms with a negative Pap smear, immediately 
designating it as a cervical polyp has the risk of missing can-
cer. VGA has few malignant findings on a Pap smear. Since 
there was a VGA showing a polyp lesion like this case, it is 
necessary to confirm the pathological diagnosis by perform-
ing a biopsy even with negative PAP smears. VGA may also 
be associated with CIN, so if all lesions cannot be resected by 
polypectomy, one biopsy may collect only CIN lesions, even 
with VGA. Therefore, multiple biopsies are often required.
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