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Introduction

Mesonephric carcinomas are derived from remnants of the paired mesonephric ducts. These remnants may
present in the lateral walls of the cervix (%22), vagina, uterine corpus and meso-ovarium.1 Mesonephric
adenocarcinoma is a rare form of female tract malignancy, and to our knowledge, there are 56 cases (including
our case) of cervical mesonephric adenocarcinoma published thus far. Presenting symptoms of the disease
may vary. Due to the rarity of this cancer, histopathological misclassifications may occur. Treatment and
prognosis of mesonephric adenocarcinomas are also not well known to this present day. Standard guidelines
for the surgical and medical approach to this disease have not been established yet. We present a rare case
of cervical mesonephric adenocarcinoma with a focal endometrioid endometrial adenocarcinoma component.

Case presentation

A 49-year old, gravida five para 2, patient was admitted to an outer center with abnormal uterine bleeding and
abdominal distension. She had no significant medical history nor any relative diagnosed with malignancy. An
immobile cervical mass was discovered during her bimanual pelvic examination. MRI (Magnetic resonance
imaging) scan that was performed later on had revealed 7x4 cm diameter mass lesion at the level of cervical
internal osse extending to the distal part of the cervix and that distinctively expanded endometrial cavity
with a suspicious finding of posterior parametrial invasion. Histopathological evaluations performed by deep
cervical punch biopsy and loop electrical excision procedure (LEEP) were interpreted as carcinosarcoma and
squamous metaplasia with microgladular hyperplasia, respectively. The patient was then referred to our
clinic for further evaluation.

The pathology department of our institute re-evaluated specimens. Mesonephric adenocarcinoma was the
pre-operative diagnosis after a detailed evaluation based on immunohistochemical and morphological char-
acteristics. Though, the cervical involvement of high-grade endometrial carcinoma could not be excluded
either. Patient’s serum cancer antigen 125 (CA 125: 111 U/mL) and cancer antigen 19-9 (CA 19-9: 106
U/mL) levels were increased, and alpha-fetoprotein (AFP, 3,77 IU/mL) and carcinoembryonic antigen (CEA:
0,81 ng/mL) levels were measured within normal limits.

Radical hysterectomy with bilateral salphingooferectomy, omentectomy with pelvic-paraaortic lymphadenec-
tomy was performed due to suspicious parametrial involvement on MRI scan.

On gross examination, an endocervical mass with a lower uterine segment elongation, which measured
7.5x5x4 centimeters, was observed. The cut surface of the infiltrative mass showed whitish to tanned with
focal hemorrhagic areas. The tumors’ distance to the uterine serosa was 1 millimeter, and the tumor was 4
millimeters apart from the vaginal surgical margin at the closest point.
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The microscopic evaluation of the lesion with Hematoxylin and Eosin (H&E) stain revealed two different
components (Fig. 1A). Predominantly angulated glands lined by columnar cells, focally tubular and solid
epithelioid areas at cervix was noted. Nuclei were mostly uniform with coarse chromatin and grooves. At
the lower uterine segment, the tumor had a second component which had different morphology with back to
back glands lacking intervening stroma, which resembles endometrioid adenocarcinoma. This second tumor
area had a lower mitotic index and showed less atypia. The tumor had both lymphatic and vascular invasion;
however, it did not show perineural invasion.

Strong positive immunostaining with paired-box gene 8 (PAX-8) was seen in two components. GATA3 and
thyroid transcription factor-1 (TTF-1) also had highly positive nuclear immunostaining at the cervical part
of the tumor (Fig. 2); however, it had only focal and weak immunostaining at the uterine part of the
tumor. Cervical part of the tumor had luminal CD10 staining, and this part was negative with estrogen
receptors (ER). Uterine part of the tumor was positive with ER (Fig. 1B) and negative with CD10, and
it showed MLH-1 and PMS-2 loss immunohistochemically. Immunohistochemically, ARID1A loss was seen.
Polymerase chain reaction (PCR) analysis was performed for KRAS mutation status, and it revealed KRAS
mutation.

Other parts of the uterus were unremarkable. There were no metastatic diseases at pelvic and paraaortic
lymph nodes and omentum. The tumor was diagnosed as mesonephric adenocarcinoma with focal well-
differentiated endometrioid adenocarcinoma component, with the microscopic and immunohistochemical
findings. The pathological stage was pT1b2 N0 Mx L1 V1 R0, and the FIGO grade was IB3.

Postoperative recovery was uneventful. The patient was discharged on the 4th day of postoperative follow-up.
According to the multidisciplinary team’s decision involving gynecologists, medical oncologists, pathologists
and radiologists, it was proposed to deliver two courses of chemotherapy (paclitaxel and carboplatin) fol-
lowed by external beam radiotherapy with concomitant cisplatin therapy and also brachytherapy due to the
aggressive nature of mesonephric cancer.

Discussion

In the present study, we presented a concomitant cervical mesonephric adenocarcinoma and a focal en-
dometrioid adenocarcinoma case. Mesonephric carcinoma is a rare female genital tract malignancy.1It is
even much less frequent when endometrioid adenocarcinoma accompanies, and according to our detailed
research in the relevant literature, there is only one other case that was published before.2 Mesonephric car-
cinomas arise from mesonephric duct remnants or mesonephric hyperplasias; therefore, the tumor epicenter
is mostly embedded within the cervical wall where mesonephric remnants reside.3 Mesonephric adenocar-
cinomas consist of many different histological patterns that may vary for each tumor, and that different
histological patterns may be present together in various microscopic fields of the same tumor as well. On
microscopic evaluations, tubular features are the most commonly observed type of pattern. Ductal/glandular
and sarcomatoid patterns are other frequently seen histopathological types. There are also different types
such as; retiform, sex cord-like, papillary, hobnail, glomeruloid, solid and sieve-like patterns that are much
more seldom.2 4Mesonephric carcinomas have mild to moderately pleomorphic nuclei with a variable mitotic
activity.4 On immunohistochemical analysis, these tumors were mostly found positive for GATA3, PAX8,
and CD10, whereas the vast majority of the presented cases in relevant literature were negative for estro-
gen receptors (ER) and progesterone receptors (PgR) and unrelated to high-risk Human papillomavirus
(HPV).5 6

Available literature investigating mesonephric cervical adenocarcinomas is based on only a few case reports.
55 cases were documented in current literature describing the clinical course of mesonephric carcinoma of the
cervix (Table 1). The calculated mean age of these cases was 53.3-years, and the age of the entire population
had a range between 24 and 74 years old. The vast majority of them were diagnosed at stage IB (n=35,
63.6%). Even though the majority were diagnosed at an early stage, nine recurrences had been reported
among those diagnosed at stage IB (n=9/35, 25.7%). Moreover, four patients were diagnosed at stage IB,
who had recurrences, were under 40-years of age.2 7 8Besides, five patients at stage IB were lost on early
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. follow-up, having an average overall-survival (OS) of 41 months.2 7-10Most of the recurrences were recorded
as distant site metastasis (n=10/18, 58.8%).2 8 11-15

The tendency to early recurrences at an early stage despite previous radical resections shows these tumors’
aggressive nature. Nomoto et al. reported a case of cervical mesonephric adenocarcinoma treated with
surgery and diagnosed with FIGO stage IB. A year later, the patient developed multiple lung metastases.15
Likewise, Clement et al. reported a case of stage IB cervical adenocarcinoma treated with surgery that
relapsed in the abdomen 12 months after the initial treatment.2

Lymph node positivity is an adverse prognostic factor in this tumor’s clinical course, leading to shorter
recurrence-free (RFS) and overall-survival (OS) rates recorded in current literature. Such that; within all
patients who were treated by lymphadenectomy also, three of five patients (60%) having positive lymph
nodes had recurrences much earlier compared to nine patients with recurrences within the negative-lymph
node group (9/25; 36%) (lymph-node (+) average RFS: 8.3 (months) vs. lymph-node (-) average RFS:
26.3 (months)). Two patients having positive lymph-nodes deceased during the fifth and ninth months of
postoperative follow-up.8 12 Whereas, only four patients in the negative lymph-node group were lost as one
of them also had been diagnosed with synchronous ovarian clear-cell carcinoma at an advanced stage.2 9-11

Detailed analysis of the current literature had demonstrated 23 different cases who were given adjuvant
therapy and another 22 cases without any postoperative oncotherapy. According to the available data
presented in those reviewed cases, nine patients who had been treated with adjuvant therapy had recurrences
during the follow-up (n=9/23, 39.1%). Whereas in the non-adjuvant group, only six patients had been
diagnosed with recurrences (n=6/22, 27.2%). Although there seems to be no statistically significant difference
among these two groups in terms of recurrence rate (p=0,398; these two groups compared with chi-squared
(χ2) test), it should be kept in mind that present knowledge considering postoperative short and long-term
follow-up outcomes of these cases are lacking in order to reach a definite conclusion.

The majority of presented cases in the given literature were diagnosed at postoperative histopathological
evaluations of resected specimens. This may be linked to subclinical presentation of the disease that the
patient may present without any overt or suspicious findings during admission other than some non-specific
physical complaints like abnormal uterine bleeding, pelvic distention, etc. The tumor may harbor non-
pathognomonic radiological features that may be seen in other types of tumors as well. In this aspect,
pre-operative tissue biopsy has the utmost importance in making a differential diagnosis. Mesonephric
carcinoma of the cervix should be considered when encountering an unusual histological non-HPV related
cervical carcinoma.

We performed lymph-node dissection for our case even though pre-operative radiological evaluations were
found negative for lymph-node involvement. Regardless of the tumoral stage, we recommend lymph-node
dissections and radical surgery for this type of tumor, considering its aggressive clinical course. We think
that lymph-node dissection with total radical hysterectomy is essential for local control of the disease in
order to achieve desirable postoperative outcomes.

Although current knowledge about the clinical pattern of mesonephric adenocarcinomas is scarce and thus
further evaluations are needed to establish a standard attitude towards its management; we advocate the
use of adjuvant therapy considering the highly aggressive nature of the disease, particularly considering
some of the published cases that were diagnosed at an early stage with distant organ metastasis despite
previously performed radical resections. Future studies involving higher patient populations will increase
the experience of clinicians dealing with these tumors and will help to agree on a common consensus in
management strategy.

Funding: The authors have not declared a specific grant for this research from any funding agency in public,
commercial or not-for-profit sectors.

Disclosure of interests: None declared.

Patient consent for publications: A written consent was required from the patient.
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Figure Legends

Figure 1: H&E (A) and ER (B): Transitional zone between mesonephric and endometrioid components.
Mesonephric carcinoma component was seen on the left upper side with angulated glandular features and
negative ER staining. Endometrioid carcinoma component was seen on the right lower side with confluent
glands and positive ER staining. (H&E magnification x40, ER magnification x40) Figure 2: GATA3 :
Mesonephric carcinoma component showed focal nuclear positivity with GATA3 (GATA3 magnification
x200)
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