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Abstract

Case Report

Background: Clear cell carcinoma (CCC) is first described a century ago, received little attention until the publication
of two pathological studies by Silverberg and De Giorgi and Kurman and Scully in the 1970s. Endometrial CCC is
rare subtype of endometrial carcinoma that seems to have a poor prognosis. Diagnosis is often difficult, but
pathological examination with immunohistochemistry can be useful for solving differential diagnosis problem. Case
presentation: We report the case of a woman with Endometrial Clear Cell Carcinoma (ECCC).Our purpose is to report
this rare case, its diagnosis, prognosis and therapeutic management. Conclusions: Consensus on the optimal treatment
is not well elucidated because of lack of prospective randomized studies.
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INTRODUCTION

Endometrial Clear Cell Carcinoma(ECCC) is
rare subtype of endometrial carcinoma accounting for
only 2% to 5,5% of all endometrial malignancies[1]. It
presents mainly in postmenopausal women and shows
poor response to adjuvant therapy[2].

The diagnosis is based essentially on the final
pathological examination, but sometimes it requires the
use of immunohistochemistry. Clear cell histology
appears to be a factor of poor prognosis.

CASE PRESENTATION

Mrs O.S aged 60 years was multipare,
menarch at 17 and menopausal at the age of 57, under
medical treatment for hypertension and diabetes
mellitus. The patient was also under oral contraception
pills for fifteen years.

Due to post menopausal bleeding without
abdominal pain or any other signs, the patient
underwent a gynecological examination and the
transvaginal ultrasound showed an endometrial
thickness. An endometrial biopsy was performed and
the anatomopathological examination revealed a
papillary small cell carcinoma of the endometrium.
Immunohistochemistry exhibited negative

immunostaining for ER and PR, with moderate
expression of Ki67 and P53.

Pelvic MRI showed a suspect and
heterogeneous thickness of the endometrium. The
patient underwent total hysterectomy, bilateral
salpingo-oophorectomy and pelvic/para-aortic
lymphadenectomy, and the final pathological
examination revealed a grade 3 endometrial clear cell
carcinoma with lymphovascular invasion. The tumor
measured 4cm with 40% of myometrial infitration, the
right parametrium was also infiltrated. No vaginal or
adnexal extension was found. Bilateral iliac
lymphadenectomy removed 10 negative lymph nodes
on the right side, and 2 negative lymph nodes on the left
side. Thoracic and abdominal CT as an extension work-
up came back negative. Tumor was classified I11B stage
according to FIGO 2018 classification. Adjuvant
treatment was discussed in a multidisciplinary
concertation meeting, but was not retained because the
delay after surgery was too long (>4months). The
patient is actually under surveillance for 9 months after
the end of treatment without signs of recurrence or
complications.

DiscussiON AND CONCLUSIONS
Etiology

Etiology of clear cell endometrial cancer is not
well understood in contrast to uterine endometrioid and
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serous carcinoma, but in a study [3], at least one
putative precursor lesion (PPL) was identified in 90%
of the cases. These lesions were typically isolated
glands or surface epithelium, within an otherwise
normal endometrial region, that displayed cytoplasmic
clarity and/or eosinophilia with varying degrees of
nuclear atypia[3]. Compared to endometrioid, clear cell
endometrial cancer may be more common in older
women.[4]

Diagnosis

The majority of women with clear cell
endometrial cancer are diagnosed after presenting a post
menopausal bleeding. Less commonly, it is diagnosed
as part of screening. The diagnosis of the histological
type is done on surgical specimen or on biopsies and the
final report confirms the diagnosis of the type CCCJ5].

Pelvic ultrasound can aid in the diagnosis,
however, caution must be taken when interpreting the
results in women with post menopausal vaginal
bleeding because a thin or indistinct endometrial stripe,
especially when associated with other ultrasound
abnormalities does not reliably exclude endometrial
cancer.[6]

Pathology
Clear cell carcinoma of the endometrium, first
described a century ago, received little attention until

the publication of two pathological studies by
Silverberg and De Giorgi and Kurman and Scully in the
1970s[7,8].

Endometrial clear cell carcinoma is a member
of type 1l endometrial tumors, which is a rare variant of
endometrial carcinoma, along with serous cell and
sarcocarcinoma.

The final diagnosis of primary clear cell
carcinoma of the endometrium is made according to
World Health Organization morphological criteria:
presence of polygonal or hobnail or cells with clear or
eosinophilic/oxyphilic cytoplasm and nuclear atypia,
with different pattern of growth, such as papillary,
tubulocystic, or solid. Papillae with hyalinized stroma
and hyaline bodies were also important diagnostic
clues[9]. These features may exist alone or in
combination, the papillary form seems to be the most
common.

The typical immunohistochemical profile of
clear cell carcinoma is HNF1B-positive, Napsin A-
positive,ER-negative and PR-negative and p53-wild-
type. This immunohistochemical panel is more useful in
the distinction of clear cell carcinoma from
endometrioid  carcinoma  than  from  serous
carcinoma[10-13]. In a recent study, MMR deficiency
was observed in 19% of clear cell carcinomas[14].

Fig-1: (A) Low magnification showing a superficial focus of clear cell endometrial carcinoma. As shown in the picture, this case was confined
to the endometrium without evidence of myometrial invasion. (B) Higher magnification of the same case showing the classic clear cell
morphology.[11]

Treatment

Treatment for endometrial clear cell carcinoma
incorporates surgery, chemotherapy, and/or
radiotherapy, often in a multimodal combination[5].

The 2020 National Comprehensive Cancer
Network (NCCN) guidelines recommend for primary
treatment, total hysterectomy and bilateral salpingo-
oophorectomy with surgical staging, peritoneal lavage
for cytology, omental and peritoneal biopsies.

Adjuvant therapy is highly individualized. For
patients with stage IA without myometrial invasion,
options include chemotherapy with or without vaginal
brachytherapy, observation if no residual serous or clear
cell carcinoma in hysterectomy specimen, or EBRT
with or without vaginal brachytherapy. For all others
patients with more advanced disease, systemic therapy
with or without tumor-directed RT are the preferred
option. Adjuvant platinium/taxane-based therapy
appears to improve survival in patients with uterine
serous or clear cell carcinoma.
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An American study (2017) included 4298
patients treated from 1998 to 2011 with stage I-IVA
CCC, concluded that adjuvant therapy did not have a
meaningful effect on survival[2].

A randomized phase Il trial displayed the
superiority of pelvic RT versus Vaginal Brachytherapy
plus Carboplatin/Paclitaxel, in term of effectiveness and
tolerance, in high-risk early stage endometrial
carcinoma[15].

Consensus on the optimal use of adjuvant
therapy for ECCC is still lacking. We need prospective,
ideally randomized, data to best elucidate the optimal
treatment. Recommendations for adjuvant therapy
should remain individualized and based on the
individual patient’s risk factors.

Prognosis

Histology of clear cells is an independent
predictor of poor prognosis[16]. There are numerous
studies in the literature indicating myometrial invasion,
extra-uterine spreed and lymph node involvement in the
presence of high CA-125 levels [17,18].

ECCC is generally diagnosed in advanced
stages due to the tendency towards deep myometrial
invasion, LVSI, and extra-uterine spread[19].

Cetinkay and Al, showed that the mean OS
was significantly shorter in patients with higher pre-
operative CA-125 values, tumor diameter >2cm,
myometrial invasion > 1/2, cervical involvement,
uterine serosal and/or adnexal invasion, lymph node
metastasis and, thus, with advanced-stage disease.
Uterine serosal invasion was the only independent
prognostic factor associated with OS in the multivariate
analysis[20].

Abdulfatah and al(2017), in a retrospective
review of 165 patients with ECCC, showed that older
age at diagnosis, advanced stage, deep myometrial
invasion and adnexal involvement were independent
poop diagnosis factors. Adjuvant radiotherapy had a
significant positive impact on 5 year OS[21].

CONCLUSION

Endometrial Clear cell carcinoma is a very rare
and aggressive disease and the role of a specialist
pathologist is crucial to obtain the right diagnosis.
Consensus on the optimal treatment is not well
elucidated because of lack of prospective randomized
studies.
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