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CASE REPORT

First-stage clear-cell endometrial carcinoma with paraaortic lymph node

recurrence: a case report
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Abstract

Introduction: Endometrial cancer (EC) is the sixth most common malignancy in women worldwide; in de-
veloped countries this oncological entity climbs to fourth place. In 2012 worldwide 319 600 new cases were
registered and about 1/3 of those were diagnosed in Europe, i.e. more than 100 000 cases. Statistics in Bulgaria
show an increase in the incidence; the National Cancer Registry reported an incidence rate of 8.6% for 2013, with
1293 new cases; about 300 women die because of this diagnosis every year. Clear-cell endometrial carcinoma
(EQ) is relatively rare, in 1-6% of cases, with significantly shorter survival rates even for early stages (I and Il),
compared to the other histological subtypes.

Case report: A 62-year-old patient was subjected to surgery for clear-cell endometrial carcinoma, stage
pTINOMO, FIGO stage IA. Despite radical surgical treatment as per Bulgarian oncological standards — total
hysterectomy with bilateral adnexectomy and pelvic lymph node dissection with postoperative radiotherapy —
there was a recurrence in a the paraaortic lymph node 15 months later. A second surgical intervention with radi-
cal resection of the parailiac metastatic lymph nodes on the left was done with subsequent pseudo-adjuvant

platinum-based chemotherapy, and no further relapse has occurred 36 months later.
Conclusions: Clear-cell EC is an aggressive disease with worse prognosis than the endometroid subtype.
Therefore, comprehensive surgery and surgical staging should be performed, including pelvic and paraaortic

lymph node dissection, regardless of stage.
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Introduction

Endometrial cancer (EC) is the sixth most common
malignancy in women worldwide; in developed coun-
tries this oncological entity climbs to fourth place. In
2012 worldwide 319 600 new cases were registered,
and about 1/3 of those were diagnosed in Europe, i.e.
more than 100 000 cases [1]. Statistics in Bulgaria show
an increase in the incidence: The National Cancer Reg-
istry reported an incidence rate of 8.6% for 2013, with
1293 new cases; about 300 women die because of this
diagnosis every year. The most frequent histological
subtype is endometroid EC — reported in about 75-80%
of cases, followed by serous papillary in 15-20%, where-
as the clear-cell histology was reported in only 1-6% [2].
Overall survival differs significantly depending on his-
tology subtype even in the early (I and Il) stages and
is significantly better for the endometroid compared to
the clear-cell EC [3].

Case report

A 62-year-old woman in natural menopause for
12 years presented to the Department of Gynaecolog-
ical Oncology of the University Hospital “Dr. Georgi
Stranski”, Pleven, Bulgaria with complaints of vaginal
bleeding. She reported having diabetes mellitus type Il
with obesity first degree (BMI — 32.65), arterial hyper-
tension, and glaucoma; no previous surgeries. She re-
ported having 2 normal deliveries and 1 spontaneous
abortion. A standard work-up was initiated with clinical
and gynaecological examination. The gynaecological
examination established enlarged uterus as in 2-month
pregnancy with no pathology findings in vagina, adnexa,
or parameter ligaments. Gynaecological ultrasound
measured a 10-mm endometrial mucosa. She was sub-
jected to dilatation and curettage and a diagnosis of
clear-cell EC was histologically confirmed. Staging of
the disease with chest radiograph, abdominal and pel-
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Fig. 1. PET/CT image of the metastatic lymph node in the com-
mon iliac lymph node chain

Fig. 2. Surgically resected conglomerate of iliac lymph nodes

vic ultrasound, followed by computed tomography (CT)
showed no abnormal findings or enlarged lymph nodes
(LNs). Thus, the disease was classified as cTINOMO. The
oncological committee referred the patient to surgery.
A total hysterectomy with bilateral adnexectomy, pelvic
LN dissection, and infracolic omentectomy with perito-
neal lavage was done as a standard surgical approach.
The final histology described low-proliferative endome-
trium with intramucosal and polypoid clear-cell EC with-
out infiltration in the myometrium, the cervical channel
or the isthmus; there was no lymphovascular invasion;
14 dissected LNs as well as the annexes and the omen-
tum were free of metastases. FIGO staging was thus
confirmed as 1A and surgical staging was pT1A pNO
MO. The oncological committee referred the patient to
intravaginal brachytherapy postoperatively, and a total
dose of 30 Gy in 6 weeks with daily dose of 5 Gy was
delivered using iridium 192. The patient was thereafter
referred to follow-up (FU) in the outpatient setting. FU
visits were organized initially every 3 months and con-
sisted of clinical examination, laboratory tests, and ab-
dominal and pelvis ultrasound. A chest radiograph was
done annually.
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During the first 12 months there were no signs of
disease recurrence. Because the patient reported hav-
ing a ventral hernia at month 15 after surgery, a surgical
correction was planned after check-up. A CT of abdo-
men and pelvis was done with a solitary enlarged LN
in the region of the left common iliac artery, measuring
19/13 mm. A confirmatory PET/CT showed no other sec-
ondary sites (Fig. 1). The metastatic burden was consid-
ered as low and radically resectable. As an oligo-met-
astatic first progression with only one LN involved,
a surgical approach was considered: elective dissection
in the region of the common iliac artery to the left fol-
lowed by correction of the hernia via hernioplasty with
a mesh. A conglomerate of 6 common iliac LNs was dis-
sected (Fig. 2), and the final histology report confirmed
a metastasis of clear-cell EC in only one of them. Six cy-
cles of pseudo-adjuvant chemotherapy with carbopla-
tin and paclitaxel were done. No serious adverse events
were reported, and the patient was again referred to FU.
Regular CT of abdomen and pelvis with i.v. contrast en-
hancement was done every 3 months. Currently, at the
end of February 2020 — 36 months after first disease
progression — the patient is free of disease with ongo-
ing clinical and imaging complete remission.

Discussion

The aetiology of the clear-cell endometrial carcino-
ma (EC) is unclear, but until present it is considered to
be different from endometroid subtype. A specific his-
tological putative precursor lesion (atypical glandular
lesions and specific IHC constellation) in the mucosa
in about 90% of patients with clear-cell cancer is de-
scribed, and it was absent in benign conditions and in
the endometroid EC subtype [4]. A relatively high in-
cidence of clear-cell EC is registered in older patients,
women treated with tamoxifen for breast cancer, and in
cases with pelvic radiotherapy (most typically for other
malignancies) [5, 6].

Symptoms, as in all EC, most frequently consist of
vaginal bleeding despite menopause; changes in the
cytological smear may also be an initial alert in as-
ymptomatic patients, but the diagnosis requires histo-
logical confirmation [7]. Ultrasound may measure the
endometrium below 5 mm in about 35% of the cases
[8], which is a limitation of the ultrasound screening
in menopausal women [9]. In our case, the ultrasound
measured 10 mm of endometrium mucosa, but the cy-
tological smear showed no atypical cells. As largely de-
scribed the literature, the co-morbidities of the patient
(diabetes mellitus type Il and obesity) are established
as risk factors for EC.

Because clear cell EC is a rare condition, the post-
operative management may be subjected to discussion
[10]. As an initial and potentially radical management,
surgery is crucial [11]. Even if there is no invasion in the
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myometrium, this cancer subtype is more aggressive,
with high metastatic potential and significant risk of
extrauterine spread. Preoperative clinical comprehen-
sive staging of regional LN and systemic spread is also
essential. Many systems, using different factors, try to
predict preoperatively the potential presence or absence
of LN involvement [12, 13] or the risk of recurrence [14],
but none is definitive. The sentinel LN approach in EC is
also studied [15], but there are many different methods
described and this procedure remains controversial for
EC in general. This is the reason why surgery consists
of total hysterectomy with both annexes, pelvic and
paraaortic LN dissection, and resection of all potentially
suspicious lesions bilaterally. Peritoneal cytology is rec-
ommended to exclude microscopic spread, invisible to
the eye. It is important to mention that in about 52% of
cases, the disease preoperatively is considered as only
limited to the uterus but intraoperatively an extrauter-
ine spread is diagnosed [16]. The role of the omentec-
tomy is debatable and different professional societies
disagree — the ESGO does not consider it as routine
mandatory procedure [17] whereas the NCCN does
[18]. In our institution, in clear-cell cancer we consider
omentectomy as a staging surgical procedure and we
recommend it up to the level of the transverse colon.

The postoperative management is also subject to
discussions. Postoperative radiotherapy may be in-
dicated [19, 20], but more recent research does not
register improvement in relapse-free or overall surviv-
al of patients with clear-cell EC [10]. Additionally, due
to its aggressive behaviour and the tendency for early
recurrences, most specialists discuss adjuvant plati-
num-based chemotherapy in the postoperative man-
agement of all cases of clear-cell EC [10].

In our case, adjuvant chemotherapy was not initial-
ly undertaken despite the aggressive tumour biology
and the large tumour board discussions. The disease
was regarded as early stage, and only postoperative
brachytherapy was considered. Pseudo-adjuvant che-
motherapy was done only after radical resection of the
small tumour burden relapse, confirming the aggressive
tumour biology. In contrast to our experience, the na-
tional guidelines in Bulgaria do not recommend adju-
vant chemotherapy in early stages, regardless of his-
tology. This case also exemplifies the role of adjuvant
chemotherapy in clear-cell EC, but currently in Bulgaria
it may be considered only after case-by-case MDT dis-
cussion.

Staging of regional LNs is definite after surgery and
pathological examination of dissected LNs. In clear-cell
EC, dissection of the paraaortic and paracaval LNs is
mandatory because they are considered regional. In our
case, the preoperatively negative CT led to the omission
of paraaortic and paracaval LN dissection. Despite the
pelvic LNs being histologically free from metastasis, we
consider that LN dissection in paraaortic and paracaval

regions is mandatory. Because there are limitations in
the preoperative clinical staging via CT, the assessment
of regional LNs rely on size and might miss or underes-
timate (micro)metastases in LNs with normal size. Ad-
ditionally, the absence of metastases in pelvic LNs does
not exclude further dissemination in other regional LN
groups — involvement of paraaortic LNs only (without
pelvic LNs) is reported in 16% of cases [21].

Conclusions

Clear-cell EC has aggressive clinical behaviour, and
the prognosis is relatively poor in comparison to en-
dometrioid EC subtype. Clear-cell EC has significant
metastatic potential even in the early stages when
the disease is only in the endometrium. Comprehen-
sive surgery with dissection of all groups of regional
lymph nodes (LNs), including paraaortic LN dissection,
should always be done with subsequent discussion of
adjuvant modalities such as chemo- and radiotherapy.
Detection of early and localized asymptomatic relapses
may remain subject to local FU protocols, but because it
may lead to management (e.g. surgery or radiosurgery)
with curative intent despite the aggressive tumour biol-
ogy, all women with clear-cell EC should be subjected to
close and sophisticated clinical and imaging FU.
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