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Adenocarcinoma in situ (AIS) of the endocervix is a precursor
of usual type endocervical adenocarcinoma. By definition, endo-
cervical AIS normally involves simple columnar epithelium
only and does not invade the cervical stroma." Endocervical AIS
exhibits a variable anatomic distribution, extending along the
endocervical canal for several centimeters, and sometimes involv-
ing the entire circumference of the cervix." Extension of endo-
cervical AIS proximal to the internal orifice is uncommon and
metastatic involvement of unilateral or bilateral ovaries by endo-
cervical adenocarcinoma is even rarer. However, several studies
have reported a subset of endocervical tumors with minimal to
no evidence of stromal invasion manifesting as metastatic ovar-
ian tumors.™ Distinguishing this metastatic disease from a pri-
mary ovarian tumor is difficult because ovarian lesions are typically
large, unilateral, confined to the ovary, and well differentiated
with mucinous or endometrioid-like histology, which are fea-
tures consistent with a primary ovarian tumor.” The metastatic
nature of these lesions can be confirmed by comparing the human
papillomavirus (HPV) type to that of the endocervical tumors.*
In this report, we demonstrate a case of endocervical AIS with
no evidence of stromal invasion involving the unilateral ovary

and simulating a primary ovarian tumor.
CASE REPORT

A 45-year-old woman presented with a left ovarian mass 65
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months following diagnosis of endocervical AIS (Fig. 1A) from
a punch biopsy and treated with an extended abdominal hyster-
ectomy. She underwent left salpingo-oophorectomy and the left
ovarian mass measured 7.0 cm in diameter, had a smooth sur-
face, and was solid and cystic. The inner surface of the cystic lesion
varied from smooth to rough with several nodules. Histologi-
cally, the tumor displayed confluent glandular architectures
with primarily endomettioid-like (Fig. 1B) and focally muci-
nous (Fig. 1C) differentiation. Nuclei were enlarged and hyper-
chromatic with occasional mitotic figures and apoptotic bodies
(Fig. 1D). There was no stromal invasion. The ovarian tumor
was thought to represent an independent borderline endome-
trioid tumor. We reviewed slides obtained from the hysterectomy
specimen, and concerns were raised for metastasis due to the his-
tological similarity between the endocervical and ovarian lesions.
Immunostaining for p16 and HPV genotyping were performed.
Both endocervical (Fig. 1E) and ovarian (Fig. 1F) lesions exhib-
ited strong and diffuse p16 expression and had identical HPV
type 45. Based on these findings, the left ovarian tumor was diag-
nosed as metastatic endocervical adenocarcinoma. This study was
approved by the Institutional Review Board of Severance Hos-
pital with a waiver of informed consent (4-2018-0724).

DISCUSSION

When histologically similar malignant tumors occur at two
locations, it is difficult to determine whether each is an inde-
pendent primary tumor, or whether one represents a metastasis
from the other.” The concurrence of endocervical adenocarcinoma
and ovarian tumor is quite uncommon, and the diagnostic dif-
ficulties encountered have received little attention. The majority
of cases with ovarian involvement occur in advanced-stage endo-
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Fig. 1. (A) Histological findings of the endocervical lesion. Endocervical adenocarcinoma in situ (AlS) extensively involves the endocervix. No

cervical stromal invasion is identified. (B-D) Histological findings of the ovarian lesion. The tumor displays a well-differentiated glandular architec-
ture with primarily (B) endometrioid-like and focally (C) mucinous differentiation. (D) High-power magnification of the ovarian lesion reveals
enlarged and hyperchromatic nuclei with intracytoplasmic mucin vacuoles, mitotic figures, and apoptotic bodies, similar to those of the endo-
cervical AIS. (E, F) p16 immunostaining results. Both the (E) endocervical and (F) ovarian lesions show strong and diffuse p16 immunoreac-

tivities.

cervical adenocarcinoma or in a primary lesion with extrauter-
ine extension.” However, there have been cases of early-stage
disease, and even cases of noninvasive carcinoma, that involved the
ovary."*>" Most ovarian lesions show well-differentiated villoglan-
dular and confluent glandular patterns, resembling those of pri-
mary ovarian borderline mucinous or endometrioid tumor.” In a
previous study, all cases examined were initially thought to rep-
resent independent primary ovarian epithelial tumors, including
borderline tumors or grade 1 carcinomas of mucinous or endo-
metrioid type.® In cases with no stromal invasion in an endocer-
vical adenocarcinoma, a borderline-appearing ovarian tumor could
reasonably be interpreted as an independent primary ovarian
tumor by the pathologist.” In this situation, the presence of the
identical HPV type in both the endocervical and ovarian tumors
supports that the ovarian lesion is a metastatic endocervical ade-
nocarcinoma rather than an independent primary ovarian tumor.
Studies associating HPV and ovarian tumors have yielded almost
universally negative results, suggesting that primary ovarian
tumors are etiologically unrelated to HPV infection.” In addition,
pl16 immunostaining may prove useful for distinguishing metas-
tases from primary ovarian tumors. p16 immunoreactivity is a
surrogate marker of high-risk HPV infection.” Although p16
expression is absent or sporadically positive in ovarian mucinous
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and endometrioid carcinomas, HPV-related endocervical tumors
typically display strong and diffuse nuclear p16 immunoreac-
tivity. In conjunction with clinicopathological features, p16
expression in ovarian lesions is associated with high-risk HPV
and supports the diagnosis of metastatic endocervical adenocar-
cinoma.

In summary, we present a case of endocervical AIS involving
the ovary. Notably, minimal to no stromal invasion in endocervical
adenocarcinoma does not exclude the possibility of metastasis
to the ovary. Cases of concurrent endocervical AIS and ovarian
tumor, although rare, prompt thorough sampling of the endo-
cervix to exclude stromal invasion. Careful morphological eval-
uation and use of ancillary tests promote an accurate diagnosis.
pl6 immunostaining and HPV testing of ovarian lesions may
be confirmatory if positive.
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